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RsJ&m, mm, mm. mm^^mm-2':>, s'- cfi&.f&m-4"-m—mm 

-2»). <A^'. CONHR9, 
OCH2CO2H, NO2, i^*, SO3H, SOzNHRn, 

CF3, mm, mm, 0CH2CO2H, N02, scbH. soznhru, ^^r^^ 
mm, T'-mmm, y-iy-wm^mmm), 2"-mmm, 2».(4"6"--mmmi^ 
m), 4»^5",6"--^m.mmmm); 

R6ifeiH,C,— C,2 fi<I'^S, NO2 , C0NHR,3, ^"f RuiSE g^'ft^Sj 

Ryi^gH, OH. c— C4MS, ^mm, ^m.mm, ochjconhrh, ^^-rh 
^^j^, ^i^±mmf^mm:x^ oh, 0CH3, cf3, C02H 

C02C2H5,N02 : 

R«jfeiH,Ci— C4 C— C4j^ftS, NO2; 

Rai^ iH, COOH, CO2C2H5, 5'- Cmmm-mm-T ), 5MP«:lj£S-4»-n^ - I^S-2'), 

CON H / \ LH j 

f"^*^:, CONHR9, ^-t^ R9 ^ n.Tmm,o-, m-. p-^l^^, o-, m-, p- 

^wmm, 0-, m-. p-^¥^@Hs, wmmm, y-7mmm, 4'-7Kmmm, 
^■^^rSf ' ^' 2'-cooH^'-i ^m, ^mmum, ^^mm. 

m, y-^mM.^m.m^m. 4-m.mm^m, 4.mmM^m. H2'-mmmMm)^m, 
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HM^n, CONHR,o,Rio^H,4-COOH-^^, 4-C02C2H5-^*, 3-CF3-^^; 
RsiiSH, CH3; 

R«3feSH. C2H5. n-C6H,3, NO2. NH2,C1, Br. CONHR,,, ^4'Ri3^4-^¥M 



OH, CH3, OCH3, OCH2CONHR14., ^4'Ri4>*J^*» 0-, m-, p- 

liMUH, CH3, OCH3, NO2; 

3, mm^mmm 1 m^^it^m, ^#ffi?ET. ina^ (la) 




ONHR 



^4", Rt^ R5- R«. R7> Rsfitl^JJCIsl&^Jll^l^aiSI, 



R=(CH)3COOH, 



NHCO 



/R'3 




R'aifeiH, OH, COOH; 

R'sit^H, OH, COOH, CF3, OCH2COOH? 

R'4 3t S H, OH, COOH. COOEt, I, NO2, OCH3, SO3H, SO2NH2, 

4'-so»Nit\ B tJSoam-C^} Afsom-C) 
S0NH(C=NH)NH2, , 



R'5.R'6^H . 




5> $R*5l^Jf 



R3=p-COOH-*J^|^S, 

K3=m-cooH-^mmm, 

R3=p-0H-^JgcMS. 
R3=m-OH-p-COOH-^JKc^S, 
R3=in- COOH -p-OH -^^^1 



R4=R5=R«=R8=H, 

R4=R5=R<r=R«=H, 

R4=R5=R6=R8=H, 
R4=R5=R6=R8=H, 
R4=R5=R6=R8=H, 
R4=R5=R6=R8=H, 



RtOCHs; 
R7=OCH3; 
R7=0CH3; 
R7=OCH3; 
R7=0CH3; 
R7=OCH3; 
R4=Rs= R« =R8=H, , R7=0CH3 ; 
R4=R5= R6=R8=H, , R7=OCH3; 



R3=o-COOH~p-I-^J^|^^, R4=Rs=R6=R8=H, R7=OCH3; 

Ri-'^ZxmMm^mmm. r4=R5=R6=R8=h. r7=och3; 

R3=m.- CF3-^JKciS», R4=R5=R«=R8=H,, R7=0CH3 ; 
R3=m-CF3-4-N02-*Jgc^*, R4=R^ R<rRg=H, , RtOCHs ; 

R3=4-mMmm^mmm, r4=r5=R6=r8=h,, r7=och3; 

R3=4-MmWiM^l^B.^, R4=R5=R«=Rs=H,. R7=OCH3 ; 

R3=4-iT-mmBimmm^^mm> r4=r5=r6=r8=h, , r7=och3; 
R^'^T-mmt^^wt^^mm.m, r4=r5=r6=r8=h. . r7=och3; 
R3=4^4\6'--^m^m-2')mmmm^f&mmy r4=R5= r6=r*=h, r7=och3 ; 
R3=4-(5\&-- ^m.mmm-4nmm^m^mmm, r4=r5= r6=rs=h. r7=och3 ; 
R3=4-(y-cH3-^mm-yMmmm^mmm,R4=Ry=R6=ii, r7=och3 ; 

R3=p-OCH3-^JK^S, R4=R5=R<=R8=H. R7=0CH3; 
R3==p-mmm^M^Wm, R4=R5=R«=R«=H, R7=0CH3; 
Rj= p-COOU-mf^mm, R4=R5=R«=H, RipCaHs, R7=OCH3 ; 
R3=m -COOH-^^^S, R4=R5=R«=H, Rfi=C2H5, R7=OCH3 ; 
R3=o-COOH-^JKi«*, R4=R5=R8=H, R6=C2H5, R7=OCH3 ; 
R3=p-0H-*Ji$i^^, R4=R5=R8=H. R6=C2H5,R7=OCH3; 
R3=m-OH-p-C02H#lg|^S» R4=R5=R«=H, R«=C2H5, RtKJCHs; 
R3=m-C02H-p-OH-^JIS!^S. R4=R5=RjrH, R6=C2Hs, R7=OCH3; 

R3=4-z.m.mmmMmm. r4=r5=r8=h, r6=c2Hs.r7=och3; 

R3=m-CF3-^S^C5^S, . R4=R5=R8=H, Rg^CaHs, R7=OCH3; 
R3=m-CF3-4-N02-^JI^Ma, R4=R5 =R8=H. R6=C2H5, R7=OCH3; 
R3=4-i^?glKS^ISi^S.R4=R5=R8=H. R«= C2H5, R7=OCH3 ; 

R3'=^mmmm^mmm, r4=r5=r8=h,r«=c2H5, r7=och3; 

R3=4<T-mmM^Wim^mmm,R4=R5=Ri=H> R6=C2H5. R7=0CH3 ; 

R3=^(2-mmmmmm^mmm,R4=R6='R9=n, r6=c2H5, r7=och3 
R3'=4-i4\6'--^mmv&-r)mmmm^mmm^=Rs=R*=n, r6= C2H5, R7OCH3 
r3=4-(5%6'- -^m.mmf^-4^ymmmm^mmm, r4=r5=r8'=h. r6=c2H5. 

R7=OCH3 ; 

R3=(5'-CH3-#l!ili*-3')-4-J|^#mS*JKmS,R4=R5=R8=H, Re^ C2HS, R7OCH3 ; 
R3=p-OCH3-^JBc^S, R4=R5=R8=H. R6=C2H5, R7=OCH3; 

R3=p-mmm^mmm, r4=R5=R8=h, r6=c2H5, rtochs; 

R3=p-C00H-^®:!^S. R4=R5=R<8=H,R7=OCH3, RirCHs; 
R3= m-COOH-3ifelBc5Sg», R4=R5=R«=H, R7=OCH3 . Rg^CHs; 
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o-COOH-^IScM*, R4=R5=R<i=H, R7=OCH3 .R8=CH3; 
R3=m-OH-p-COOH-^J^M*. R4=R5=R6=H, RtHDCHs, R«=CH3 ; 
R3= m- COOH-p-OH-^JK|^S34=R5=R6=H, RyOCHa , R8=CH3; 
R3F o-COOH-p-l-^mmm, R4=R5=R6=H, R7=0CH3 , Rs=CH3 ; 
R3= P-Z.¥.m&^mm&, R4=R5=R6=H. RtHDCHs, R8=CH3; 
R3= m-CF3-^^MS, R4=Rs=R6=H, RtOCHs, R8=CH3; 
R3= m-CF3-4-N02-^J^i^S, R4=R5=R6=H, Ry^OCHs. R«=CH3 ; 

K'y=4-mmmm^i^mm, r4=r5= R6=h, R7OCH3 , r8= CH3; 

R^=4'mmWim^mm^, R4=R5= R<pH, R7=0CH3, R8= CUy, 

9if=4-(T.mmMmmm^mm.m,^=Ks=R6=ii r7=och3.r8=ch3; 

R3=4-(2'-i@U$)Kl^m»*JK^S,R4=R5= R«=H, R7=OCH3, R8= CH3; 

Ri=4-(4\6'-~w&m^-Tmmwim^mmm, r4=r5= r6=h. r7K)ch3, r8= chs; 

R.y=4<5\&--^m.m^r^-4'mmmm^mmm, r4=rs=r6=h, R7OCH3, r8= 
CH3; 

RHy-cu3-^mm-3y4-nMmm^mmm;R^R^ r^th, r7=och3, r8= chs; 

R3=p-OCH3-^JK!^S, R4=Rs=R<i=H, R7=OCH3, R8= CH3; 
R3=p-?i^S^JKI^S, R4=Rs=R<i=H, R7=OCH3 R8=CH3; 
R3=p-COOH-^JK0^, R4=R5=R6=H, R7=R8=OCH3; 
R3= m-OH-p-COOH-^Kc^S, R4=Rs=R<s=H, R7=R8=OCH3; 
R3= m- COOH-p-OH-^J|$^S.R4=R5=R6=H, R7=R«=OCH3; 

R3= p-Zsm.mm^Bimm, r4=r5=r«=h, r7=r8=och3; 

R3=m-CF3-^JSg|^S, R4=R5=R6=H, R7=R8=0CH3; 
R3= m-CF3-p-N02-^J^'!^^. R4=R5=R6=H, R7=R8=OCH3; 
^3=m^mM^m.m^mmm, R4=R5=R6=H, R7=R«=0CH3; 

R3'=4-w^mmmmmm, r4=rs= R6=h, r7=r«=och3; 
R3=4-mmwcm^mm^, r4=r5=r6=h, r7=r8=och3; 

R3=p-COOH-^J5K^S, R4=R6=R8=H, R5=CH3, R7=0CH3; 
R3=m-COOH-^Ji5cMS, R4=R<=R«=H, Rs=CH3. R7=OCH3; 
R3=o-COOH-^Jgcl^S, R4=R<s=R8=H,R5=CH3, R7=OCH3; 
R3=o-OH-3fJ|g|^S, R4=R^=Rg=H, R5=CH3, R7=OCH3; 
Ri=m-OH-^mmm, R4=R<>=R«=H,R5=CH3, R7=OCH3; 
R3=p-OH-^]gcMS. Ri=R6=R8=H.R5=CH3. R7=0CH3; 
R3= m-OH-p-COOH-^KMS, R4=R«= R8=H, R5=CH3 , R7= OCH3; 
R3= m-COOH-p-OH-^JKMS. R4=R<i=R«=H. R5=CH3. R7= OCH3; 
R3=p-Z.^I^S^)|fe'i^S,R4=R6=R8=H, R5=CH3, R7=OCH3; 
R3=m-CF3-^H&'^i£» R4=R<i=R8=H, R5=CH3, R7=OCH3; 
R3= m-CF3-p-N02-^JKcl^S, R4=R6=R8=H. Rs=CH3 , R7= OCH3; 
R3=4-lgca®cS$JKcSKS,R4=R6=R8=H, R5=CH3, R7=OCH3; 
R3=4-|||[?9ISfeS^J^'!^«,R4=R«=R8=H, R5=CH3, R7=OCH3; 

R3-4-iT-mmMmmm^mmm;R4=^= r8=h, rs=ch3, r7=och3; 

R3=4-(2'-Ptl>S)Jgc?i@IS^JBcMS,R4=R6= R8=H, Rs=CH3, R7=OCH3; 

R3=4-i4\6'--^mm\^-TMmmmMmmm, r4=rs= r8=h, r5=ch3, r7=och3; 

R5=CH3. R7=0CH3; 

R3=4- (.y-cii3-^mm-yMmmm^mmm,m=R^ r«=h. 
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5=CH3, R7=OCH3; 
R3=p-OCH3-^]^MS, R4=R«=R«=H, R5=CH3, R7=OCH3,; 
R3=p-COOH-^Jgcl^*. R4=R5=R«=H, R6=C1, Rt^OCHs; 
R3= m-OR-p-COOU-^mmm, R4=Rs= R8=H, R<i=CI , R7= OCH3; 
R3= m-XlOOU-p-OK-^m^^, R4=R5=R««=H, R6=C1, R7= OCH3; 
R3=p-Z.^m^^]KM».R4=R5=R«=H, R6=C1, R7=OCH3; 
R3=in-CF3-^J^M^, R4=R5=R8=H, R6=C1, R7=OCH3; 
R3=4-JK?iE^^fi5ci^S,R4=R5=R«=H, R«=C1. R7=OCH3; 

R3=4-mMmm^^mm, r4=R5=R8=h, r6=ci,r7=och3; 
R3=4-i5\6'-ii^m.mmm-4')mmmmmmmm, r4=r5=R8=h, 

R«=C1, R7=0CH3; 

Rj=p-COOH-^JK!^*. R4=R5=R8=H, R6=Br. K-j^OCHy, 
R3= o-COOH-^^^^, R4=R5=R8=H,R6=Br, Rt^OCHs; 
R3=m-OH-p-COOH-^J3^MS,R4=R5=R«=H,R=Br, R7=OCH3; 
R3=o-COOH-p-I^JKigS, R4=Rs=R8=H,R<i^Br, R7=OCH3; 
R3=p-Z.^^**fficm^.R4=R5=R«=H, R^=Br, R7=OCH3; 
R3=m-CF3-^JIS^», R4=R5=R8=H, R6=Br, R7=OCH3; 
R3=4-JKama^fl^^S,R4=R5=R8=H, R6=Br, R7=OCH3; 
R3=p-OCH3-^i^M». R4=R6=R«=H. R5=CH3, R7=OCH3,; 
R3=p-COOH-^JBcig»,R4=R5=R8=H, R6=n-Hex, R7=OCH3; 
R3=o-COOH-3^^!^*,R4=Rs=R8=H, R«=n-Hex, R7=OCH3; 
R3= m-OH-p-COOH-^JKM», R4=R5=R8=H, R=Hex, R7= OCH3; 
R3=o-COOH-p-I-^JK^S,R4=R5=R8=H, R6=n-Hex, R7=OCH3; 
R3=p-^.mMS^JK!^^.R4=R5=R8=H, R6=Hex, R7=OCH3; 
R3=m-CF3-35^aSc!^*, R4=R5=R8=H, R6=Hex, R7=OCH3; 
R3=4-IK?i®i»^ffii'^^,R4=R5=R«=H, R*=Hex, R7=OCH3; 
R3=p-OCH3-^J^I^S, R4=R5=R8=H, R6=Hex, R7=OCH3; 
R3=p-COOH-^J^^S, R4=R5=H, R<i=N02, R7=R8=OCH3; 
R3=m-COOH-^i5c!^^, R4=R5=H, R«=N02, R7=R8=OCH3; 
R3=p-OCH3-^Jg?i^S, R4=R5=H, R6=N02. R7=R8=OCH3; 
R3=ra-OH-^J^|^S, R4=Rs=H,R<s=N02, R7=R8=OCH3; 
R3= o-OH-^lS^®, R4=R5 =H, R6=N02, R7=R8=OCH3; 
R3=p-Z.m.mM^mmM,IU=R5=ii, R6=N02, R7=R8=0CH3; 
R3= m-OH-p-COOH-^Jgc^S, R4=Rs=H, R6=N02, R7= R8= OCH3; 
R3=m-COOH-p-OH^Jgc!^S,R4=R5=H, R<j=N02, R7=R8=OCH3; 
R3=ni-CF3-^IKi^^, R4=R5=H, R«=N02, R7=R8=OCH3; 
R3=m-CF3-p-N02-^JKc!^^,R4=Rs=H. R6=N02, R7=R«=OCH3; 
R3=4-^^ifeS^IS^S,R4=R5=H, R6=N02, R7=R8=OCH3; 
R3=4-MS?^®tS^^MS, R4=Rs= H, R6=N02r R7=R8=OCH3; 
R3=4-(2'-Pg«i$)JIS?iit«^lgcMS,R4=Rs=H, RPNO2. Rt^RitOCHs; 

R3=H5\6'--^m.mv^^-4^)fmWim^mmm, r4=rs=h, 

R6=N02, R7=R8=OCH3; 

K3^<r-mm^^wtm^mmm^=K5=ii, R}=no2, r7=r8=och3; 

R}=p-COOH-^JKMS, R4=R5=H, R(5=C2Hs» R7=0H, R8=N02; 
R3=p^OCH3-^lgci5S. R4=Rs=H, R6=C2H5, R7=OH, Rg-NOj; 
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i=m-OH-^mm&, R4=Rs=H, R6=C2Hs, R7=OH, R8=N02; 
R3=o-OH-^JgcMS, R4=R5=H, R6=C2H5, R7=OH, R8=N02; 
R3= p- ZLm.M&^Sic^M, R4=R3=H, R<i==C2H5 , R7=OH, R8=N02; 
R3=m-OH-p-COOH-^JgciS«, R4=R5=H, R6=C2H5, R7=OH, R8=N02; 
R3=m-COOH-p-OH-^JK!ie«. R4=R5=H. R«=C2Hs. R7=OH. R«=N02; 
R3=m-CF3-^IKMS, R4=R5=H, R6=C2H5, R7=OH. R8=N02; 
R3=4-JgcliS!tli-^jeci?S, R4=Rs=H, R6=C2H5, R7=0H, R8=N02; 

R3-^mmmm-^mmm, r4=r5=h. r6=c2H5, r7=oh, r3=no2; 

K3=4-iT-mmMmWi^-^mBm. Ri=R5=H, R6=C2H5, R7=0H, R«=N02; 
R3=p-C00H-$J^1^S, R4=R5=H, R«=C2H5, R7=0CH3, Rs=N02; 
R3=p-0H-^lgcl^S, R4=R5=H, R6=C2H5 , R7=OCH3, R8=N02; 
R3=p-OCH3-*J|^MS, R4=R5=H, R6=C2H5, R7=OCH3, R8=N02; 
R3= p-Z^mMm^mmm, R»=Rs=H, R6=C2H5, R7=0H, Rs^NOz; 
R3=4-mmWt^-^mm^» R4=Rs=H, R<pC2H5, R7=0CH3, R«=N02; 
R3=p-COOH-^Jgci?S,R4=R5=H,R6=N02» Rt^OH, RsKIHa; 
R3=o-COOH-^JK!^^, R4=R5=H, R6=N02, Rt^OH, R«=CH3; 
R3=p-OH-^mmm, R4=R5=H, R6=N02, R7=0H, R8=CH3; 
R3=m.OH-^Jgci^S, R4=R5=H, R«=N02, R7=OH, R«=CH3; 
R3=o-OH-^J^j^^,R4=R5=H,R6=N02, Rt^OH, Rg^CHs; 
R3==p-OCH3-^)^'^S, R4=Rs=H, R6=N02, R7=OH, R«=CH3; 

R3= p-Zsmmm^mmm, r4=R5=h, r6=no2. r7=oh, r8=ch3; 

R3=m-OH-p-COOH-^JKi^«, R4=R5=H, R6=N02, R7=OH, R8=CH3; 
R3=m-COOH-p-OH-^J^^*, R4=R5=H, R6=N02, R7=OH, R8=CH3 
R3=m-CF3-^]Kcl^S,R4=Rs=H,R«=N02, R7=OH,R«=CH3 
R3=m-CF3-p-N02-^JKcMS, R4=R5=H, R6=N02, Rt^OH. R8=CH3 

RT=4-mmmm-^mmm, r4=r5=h, r6=no2, r7=oh, r8=ch3; 

R3=4-MSamS-^®I^S, R4=R5=H, R6=N02, R7=0H, R8=CH3; 

R3=^-cr-^mmmmm-^mmm,R4=Ri=n,Ri=-N02, r7=oh. r8=ch3; 
Rf=H5\6^'=^^m.mmm-4^Mmmm^mmm, r4=rs= h, r«=no2, r7=oh, 

R8=CH3; 

R3=4-(r.mm^mmm-mmm, r,=r5=h, r6=no2, r7=oh, r8=ch3; 

R3=o-OH-p-I-^JK^S, R4=R5=H, R6=N02, R7=0H, R8=CH3; 
R3=p-C00H-^JgciSa, R4=R5=H, R«=N02, R7=OCH3, R8=CH3; 
R3=m-COOH-^jgS^^S, R4=R5=H, R6=N02, R7=OCH3, R*=CH3; 
R3=o-COOH-^^^S, R4=R5=H, R6=N02, R7=OCH3, R8=CH3; 
R3=p-0H-^JKMS, R4=R5=H. R6=N02, R7OCH3, R8=CH3; 
R3=m-0H-^JKMS, R4=Rs=H, R<}=N02, R7=OCH3, R«=CH3; 
R3=o-OH-3^ffic!^S, R4=R5=H, R6=N02. R7=OCH3, R8=CH3; 
R3=p-OCH3-^liki^S, R4=R5=H, R<pN02, R7=OCH3. Rs=CH3; 
R3= p-Z.m.^M^SkWi^, R4=R5=H, R6=N02, R7=OCH3, R8=CH3; 
R3=ni-0H, p-COOH-^JKMS, R4=R5=H, R6=N02, R7OCH3, R8=CH3; 
R3=m-CF3-^IKM^, R4=R5=H, R6=N02, R7KDCH3. R8=CH3; 
R3=m-CF3-p-I-^jecSgS, R4=R5=H. R<;=N02, R7=OCH3. R8=CH3; 
R3=4-MmmWi^-^^mm, R4=R5=H, R<rN02, R7=OCH3. R8=CH3; 
R3=4-JKli@as^-^Jic^S, R4=Rs=H, R6=N02, R7=OCH3, Rs^CHa; 
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%=H5\6*-=-^m.m^^-4')mmwtM^mm&, r4=r5=h, r«=no2. rt^ochs, 

R8=CH3; 

K3=H2'-mv^Mmm&-^^m^, R,=R5=H. R«=N02, R7=0CH3, Rs-CHs; 
R3=4-(2'-i^B£)]K?tMS-^J^^»,R4=Rs=H,R6=N02, R7=OCH3. 
R«=CH3; 

R3=p-COOH-^JKM^,R4=Rs=H, R6=R«=N02, R7=0Hj 
R3=p-OH-^f^MS, R4=R5=H. R6=R8=N02, R7=OH; 
R3=m-OH-^MS, R4=R5=H, R6=R8=N02» R7=OH; 
R3=o-OH-^^!^S, R4=R5=H, R<i=R8=N02, R7=OH; 
R3=p-OCH3-^K!I^S. R4=R5=H, R6=R8=NC)2. R7=OH; 

R3=z.m.mmMmm^, r4=r5=h, r6=rjpno2, r7=oh; 

R3=CF3-^JKMS, R4=R5=H, R«=R«=N02. R7=0H; 

R3=4-mmim^mmm, r4=rs=h, Rfi=R8=N02, r7=oh; 

R3=4-|lHima^jKcm^, R4=R5=H, R«=R8=N02. R7=0H; 

it^iT-v^mmmmm^mmm, r4=r5=h, r«=r45=no2. r7=oh; 
Rf=^5\6'-=iwm.mm^-4'Mmw^^BMm, r4=R5=h,r6=r«=no2. r7=oh; 

R3=4-(2'-mmMmWc&^^m&, R4=R5=H. R6=R8=N02, R7=0H; 
R3=o-COOH-^JK3^^, R4=R5=H, R6=R8=N02. R7=0H; 
R3=p-OH-^JK^^, R4=R5=H, R«=R8=N02, R7OCH3; 
R^Z^mMmMmm^, R4=R5=H. R«=R«=N02. R7=0CH3; 
R3=p-OCH3-^lKI^S, R4=R5=H, R6=R«=N02, R7=0CH3; 
R3=p-OCH3-^JE(!^S, R4=R5=H, R<i=Cl, R7=OH, R8=N02; 
R3=4-Ma@feS*licl^S, R4=R5=H, R6=Ch R7=OH, R8=N02; 
R3=m-OH-pCOOH-^JBcl^S^=H,R5=CH3, R7=OH, R<i=R8=N02; 
R3=p-COOH-^JKieS.R4=H.Rs=CH3. R7=OH. R6=Rg=N02; 
R3=m-COOH-^Jgc1^S,R4=H. R5=CH3, R7=0H, R6=R8=N02; 
R3=o-COOH-^^^^,R4=H, Rs=CH3, R7=OH, R6=Rs=N02; 
R3=p-OCH3-^JIicMS,R4=H,R5=CH3. R7=0H, R6=R8=N02; 
R3= p-Zs^mm^mM&y R4=H, R5=CH3. R7=0H, R«=R«=N02; 
R3= p-mmWi&^fScWk&, R4=H, Rs=CH3, R7OH. R6=R8=N02; 
R3= p-Eil®tS^JKMS, R4=H, R5=CH3, R7=OH, R<;=R8=N02; 
R3= 4-(2'-V^\&MmWi&^^m&, R4=H, R5=CH3, R7=OH, R6=R«=N02; 
R3= H2'-^^)MmWtm^mmm, R4=H, Rs=CH3, R7=0H, R6=R8=N02; 

R3= 4-(4\6*--^mmm-2')mwtm^Bimm, r4=h, r5=ch3, r7=oh, 

R3=C0NH(CH)3C00H, R4=R5=R<rR8=H, Rt^OCHs; 

R3="^"~0, R4=R5=R6=R8=H, R7=0CH3; 




R3="*^~0. R4=R5=R«=H,R<=C2Hs,R7=OCH3; 
R3='''^^^^''^^0. R4=Rs=R«=H,R6=C2Hs,R7=OCH3; 



j^^^coNHNHa.-{3 , R4= R6=Rg=H, R5= CH3. R7=OCH3; 



R3="^'^0, R4=R6=R8=H,R5=CH3,R7=OCH3; 

R4= R«=R8=H, R8= CH3, R7=OCH3; 

j^^coNHNHCO ^ R6=R8=H. R5= CH3, R7OCH3; 

R3=~'^~~0, R4=R5=R6=H,R7=OCH3,R«=CH3; 
R3='^^^^^'^'0, R4=R5=R6=H,R7=OCH3,R«-CH3; 

Ra^:"^^*^^"^ , R4= R5=R«=H, R7=OCH3, R8= CH3; 

Rs-'^^-O, R4=R5=Ri{=H,.R«=Br,R7=OCH3; 

CON ll I ' \ C Hi 

R3= <=^'^'^, R4=R5=R8=H,,R6=BrJR7=OCH3; 
Rj^"''^^^'^^ , R4= R5=R8=H, , R<;=Br ,R7=OCH3; 
Ra'^^^^O, R4=R5=R8=H,,R6=Hex,R7=OCH3; 
R3=''^^^^^'^^ , R4= Rs=R8=H, , R«=Hex JR7=OCH3; 

CON ll / A U fa 

R3= R4=R5=R8=H,.R«=HexJEl7=OCH3; 

R3="*^~0,R4=R5=H,R6=N02, R7=OH, R8=CH3; 
R3=~^""~O,R4=R5=H,R«=N02. R7=OCH3, R8=CH3; 

R4=Rs=H.R^=N02. R7=R8=OCH3; 



R3=C02C2H5, R4=Rs=H, R5=N02, R7=R8=OCH3; 
R3=C02H, R4=R5=H, R6=N02. R7=R8=OCH3; 
R3=C02C2H5, R4=Rs=H, R6=N02, R7OH, R1PCH3; 
R3=C02H, R4=R5=H, R6=N02, R7=OH, R8=CH3; 
R3=C02C2H5, R4=R5=H, R<}=NH2,R7=OH, R8=CH3; 
R3=C02H, R4=R5=H, R6=N02,R7=OCH3, R«=CH3; 

R3=C02C2H5, R4=R5=H, R6=C2H5, R7=OH, R8=N02; 

R3=C02H, R4=R5=H, R6=C2H5, R7=0H, R8=N02; 
R3=C02C2H5, R4=R5=H, R<i=C2H5,R7=OCH3, R8=N02; 
R3=C02H. R4=R5=H, R<j=C2H5, R7=OCH3, R8=N02; 
R3=C02C2H5, R4=R5=H, R6=R«=N02, R7=OH; 
R3=C02H, R4=R5=H, R6=R8=N02, R7=OCH3; 
R3=C02C2H5, R4=R5=H, Rtf=R«=N02. R7=OCH3; 
R3=C02H, R4=R5=H, R6=R8=N02, R7OCH3; 
R3=C02C2H5, R4=R5=H, R6=CI,R7=OH, R«=N02; 
R3=C02H, R4=R5=H, R6=C1.R7=0H, R«=N02; 
R3=C02H, R4=H, R5=CH3, R6=R8=N02, R7=OH; 
R3=C02C2H5, R4=H, R5=CH3, R6=R8=N02,R7=OH; 
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R4= 



CONH- 



CONH- 



R4= 




OOEt 



lOH 



R3=R5=R6=R8=H, R7=CH3; 

R3=R5=R6='R8=H, R7=CH3; 
R3=Rs=R6=R8=H, R7=CH3; 



R3=R5=R<i=R8=H, R4=CH3, R7= 



OCHtCONHi 



R3=Rs=R6'=R8=H, R4=CH3, R?" 



OCH>CONH< 



R3=R5=R6=R«=H, R4=CH3, R7= 



OCHiCOh 



oh; 



R3=R5=R6=R«=H, R4=CH3, R7= hcv-^— ^ ; 



R3=R5=R6=R8=H, R4=CH3, R7= 



OCK 2CONH< 



R3=R5=R«=R«=H, R4=CH3, R7= 



0CH2C0; 



'eooH, 



0CH2C01 



R3=R5=R6=R8=H, R4=CH3, 



R3=R5=R<5r=R«=H, R4=CH3, R7= 
R3=R5=R<5=R8=H, R4=CH3, R7=' 



OCHiCOl 



€OOEt9 



R3=R5=R6=R8=H, 



OCHzCONI^ > 

R4=CH3, R7= ^^-^ ; 



OCH2CONh( V-NOi 



R3=R5=R6=R8=H, R4=CH3, R?^ 



OCHsCONH* 



OCH: 



:ooH 



R3=R5=R6=R8=H, R4=CH3, R?^ ^^^h ; 

OCHiCONHn^ } — OH 

R3=R5=R6=R8=H, R4-CH3, R7= ^-^^h; 

•:f3 



R3=R5=R6=H, R4=R8=CH3, R?^ 



OCH2CON1 




OCHsCONH^ 



R3=R5-R6=H, R4=Rg=CH3, Rt^ 

och2Conh( } — eooH 

R3=R5=R6=H, R4=R8=CH3, R7= ^^-^h ; 



CONH- 



Ry= R4=R5=R7=R8=H, R6= 

^_CONH ^ ^-€00H 



R3= R4=R5=R7=R8=H, 



'V 



9 



mEm=i^t?mifS^m.im. H«tm^^, sic^fti^^ ^i^mp.^ i^-~i^Bmmm(p 

CC)> -lttl!£S^®!SI(2-DPC)> l,3--:^^a«3EJK(DIPC). l-(3-- ¥iK^S)-3- 
12s $n3R5plJ|l^l - 6 ^—it^mi^^M^^it^^m'f- P 1 (TGF- & 1) ffil«!l^J4' 
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^m. R%^%^m, xnY^^'wm*, ^mjul^j^s. immwm. 

mm.mm^k.^m^nii^^isi.^^'mwtiik, m^mm^miBo scheei^(MicK>bioi 

Towns 8 47—66 , 1972)}RJi#fi^tg^0. irtiH^s ^l+^tf^ffl. Kovach^ 
(Arzneim-Forsch/Drog Res 20 1630—33, 1970)iiEBj#s:^iiiqjfiL'i!}t», ^^>t^mMk 
jfiL, Casley-Smith, (Vasomed 6 232—4, 1994), Gafifiiey, (J Pathol 133:229—42, 
1981), PiUer,(Br J Exp Pathol 59:319—26, 1978)^Kmght, (Clin Sci 77:69—76, 1989) 
liEBB #M^W &M^^^Mm EfliJf ^ftffi - Nair^ , (Carcinogenesis 12(1): 
65—69, \99\)\£m^3.mm:i?C'kmtti^mWmo Ishizuka^, (Ha^jpjNo. 
5,096,924, iiEBJISt'Hi6<I#M^Win;Ji^^ffl. Marshall^, (L.Biol. Resp. Mod. 8: 
62, i989),mit#M^6«Jit?fi^^iiitgo tin^?S^,##fl«jm^^JifiM^itin. 

ifinJrLjitt;tF. Preuss-Ueberschar^, (Drug Res. 34: 1305,1313.1984), lEBJ 
ma.m&'^m^^o Takagaki,Hidetsugu^iiEBJ ^-Ml-f^^m^MM^K^3L%t^ 
•lT'M?^fi<J#ffi (EP 0796854 Al. 1997), Markal^iiEHJ3^^1i6«1 4-3f^#M^?&?f 
il»*^^.#SiJ*'^>l^?i5^,#-^?g0^W3gi!^^ll(WO 98/25608, 1998),Trkovnik 

(WO 99/21550. 1999)o Takagald,Hideji^4Rjt7#S*^^#J5?>|-streptozotocin^ 
^^■XUMWM^^MYf^ < Jpn. Kokai Tokkyo Koho JP 07277972,1995). Scott^ 

moiT A-Hm^m.MmvG^^Miim.^w.mmm^WLCy5s 005723476A, 
1998). ^^tiF^matT 6,i-ziwm,mma.mM]^mmm-i^tfyM'&.m^-=n^ cfs 

1999, 15, 4: 332— 5)c lenJRM, TGF-fifi^J^S^J/ti^M. ir!sil^*B& 
?B'lt'l4'ftr2*t^^.il(PCT Int. Appl. WO 2001019396A1) 

Jg, 1996 . 31, 6 : 431—436; I5¥^*R, 1996, 31, 7: 509— 516)o ^IH:^^^ 

*if-t: 97116602.1, ^Jp-t: CN1207392— 15^, SM, 1999). ^S^^ 

^m, WtTLjg^Stt Cl5^¥m, 2000, 35 , 2: 103—107: l^^^^fe^, 2001, 36, 
4: 269—273; H^^m. 2002, 37, 2: 113—116), 

nM> a^l«l«am@IJ^'H:-^W#4fc^^H^-6 1 (TGF-Bl)W2g^^6tJWl^!jf^ffi» 

jfiLt^5feWAn). mu:^:^mmm, ^m^nm. n^. mstm. ^m^w^ 

B^?&®tt'tife^^S(PCT Int. Appl. wo 2001019396A1) 



^\iimmm-'&:^^m^it, ^21.2%, ^-^mm^^ie.evo .nm^m^i^Mm, 

^^^HJ, & l(transfonning growth factor P 1, TGF-e 

^mmit^^m-mmmm. m^'Brnm^nrnG^-Ri mi^m, tgf-bi mMM 




-2'), ^'"^f*^. CONHR., 



^-Rsifegcz— c8iM0^. ^¥mic«. ^mmum, ^mt^ ^^i^m^^ 
^m^m. ^i^±mm.Km-^u^oii, ci—cm^m, cfs, mm, mm. 

OCH2CO2H, NO2, SM, SO3H, SOaNHRn, 

CF3, mm, 0CH2CO2H, N02, ^m, S03H, SO2NHR12, ^ft^Ruy*! 
mm, 2"-mmm, yHy-^m^mmm), 2"-m^m, 2"-(4",6"-z:¥»ngB£ 

R6m^H,C^—Cn^'^m, ^M. NO2. CONHRu, ^4'Ri3)fe^^'f«^; 
R75^iH, OH, Ci— C4i^S. ^m.mm. OCHzCONHRm, ^^Ru 

T&^^m^Xs 0^^^m, ^i^±mm.i^m^UM oH.ocH3.cF3.c02H, 

C02C2H5,N02 ; 

R83feeH.c,--c4^«. ^m.m, N02; 

RsJfe gH, COOH, CO2C2HS, 5'- 1^^-2' ), 5'-(HlfcBS*-4"-«M-l!*»-2'). 

CON H / A C Ha 

o^'^^f^H?, CONHR, R ^ n-rmS, o-. m-. p-^S&S, o-, 

m-, p-*¥M». o-, m-. p-^¥milS. m-mm^Wm^m 3'- 

7jc:^ma. 4'-7K^mS, in-CF3-*S, 3'-CF3-4'-N02-^*, 2'-COOH-4'-I ^ 

^^mum. 4-umm^m, 4-mmwi^m, 4.iT-mmmmm) 
^m, H5^-^m^m^-y-m.mmwm, 4-m^mmWimm, ^--^mmmmmm 
^m, Hy\ff'-=-^^mmmumm^mm; 

Rtjfe S H, CONHRio, RioT& ^H, 4-COOH-^S, 4-C02C2H5-^^. 3-CF3-^»; 
RsJfeiH, CH3; 

R«3tSH, C2H5. n-CeHn, NO2. NH2,C1, Br, CONHRi3.^4'Ri35^^^3|jfnig 

mrnxm^m-, 

R7i&gH, OH, CH3, OCH3, OCH2CONHRJ4., ^fpRM^^m, 0-, m-, p- 

nmmm, o-, m-. p-mm^m, 4^-z.m.mmmm. y-z^m.mm^m. 



R«iasgH, CH3. OCH3, NO2; 



INHR 




la 

^^R4> Rs> R6^ R8fff^^fi<I^m^l6<I^^mT^>f^^fi<I*il^; 



3 





lb 



R'2 3feSH, OH, COOH^; 

R'aJ&iH, OH, COOH, CF3, OCHaCOOH^; 

R'4 5fe i H, OH, COOH, COOEt, I, NO2, OCH3, SO3H, SO2NH2, 

4'-sOil«t\ II tsoam-C / if.soMt-\y 
SONH(C=NH)NH2, V^*, , V-^» 

R's.R*6*h' 





R4— R« 


Rj-CONH^ y — R'4 


MP'C 


1 


7-OCH3 


4'-COOH 


>300 


2 


7-OCH3 


3'-COOH 


>300 


3 


7-OCH3 


2'-COOH 


>300 


4 


7-OCH3 


2'-OH 


>300 


5 


7-OCH3 


3'-OH 


265 


6 


7-OCH3 


4'-OH 


>300 


7 


7-OCH3 


3'-OH, 4'-COOH 


279d 


8 


7-OCH3 


3'-COOH, 4'-OH 


230d 


9 


7-OCH3 


2'-COOH. 4'-I 


>300 


10 


7-OCH3 


4'-COOEt 


247 


11 


7-OCH3 


3'-CF3 


218 


12 


7-OCH3 


3'-CF3 4'-N02 


>300 


13 


7-OCH3 


4'-S02NH2 


>300 


14 


7-OCH3 


4'-S02NH(C=NH)N» 


>300 


15 


7-OCH3 




>300 


16 


7-OCH3 




>300 



4 





7-OCH3 




298 


18 


7-OCH3 


CH*Oy— OCHi 


300 


19 


7-OCH3 




282d 


on 




4'-OCH3 


233 


21 






284 


zz 




4' -POOH 


>300 


Zi 


0-xii / - w\^n3 




298 






2*-COOH 


294 


o< 
ZD 


/;_Ft 7-nPH-j 


4' -OH 


304 


O/^ 
ZD 


\J~d / ■"V-rV^Xjl3 


3*-OH 4'-COOH 


266 


07 
Z / 


^-Ft 7-OCHa 
u~Jiii / '"vyv-»in.3 


3'-COOH. 4'-OH 


298 


28 


6-Et 7-OCH3 


4'-COOEt 


233 


29 


0-bt 7-OCrl3 


3 -v^r3 


994 


30 


6-Et 7-OCH3 


3'-CF3 4'-N02 


234 


31 


6-Et 7-OCH3 


4'-S02NH2 


>300 


32 


6-Et 7-OCH3 


4'-S02NH(C=NroNH 


299 


33 


6-Et 7-OCH3 




>300 


34 


6-Et 7-OCH3 


4'-SOaNH— ^ ^ 


>300 


35 


6-Et 7-OCH3 


4'.S<hNH-\> 


278 


36 


6-Et 7-OCH3 


CHiO y J— Y OCHi 


260d 


37 


6-Et 7-OCH3 


4'-S0 atW^y 


>300 




fiJPi 7-nPTT^ 
o-Jjii / -v-/\^rx3 


4'-OCH^ 


202 




A Ft 7-OPHr» 


4'-.SOqH 


>300 


tfU 


/-v^i-^ri3 o-\-'JLi.3 


4*-COOH 


>300 


41 
*tl 


7-.nPl-T-» 

/'"V.^\^in3 o-v>n.3 


3'^COOH 


>300 


H-Z 


7 OPPTo R-PT4o 
/-v-'V-xjn3 o"v-^jn3 


2*-COOH 


264 




7-nPT-T-i R-PTT'j 
/ - w \-'n.3 0 - v-*n.3 


3'-OH 4'-COOH 


279 




7.nPW'» R-PHi 
/ '•v.^^-*jn3 o-v-rx3 


3'-COOH 4' -OH 


290 




7-OPTT-» R-PHa 

/ — \-/\-<'X4.3 0 V-i'XJL3 


2'-COOH 4'-I 


284 


46 


7-OCH3 8-CH3 


4'-COOEt 


270 


47 


7-OCrl3 o-dl3 


J -V-*r3 




4S 


7-OCH3 8-CH3 


3'-CF3. 4'-N02 


252 


49 


7-OCH3 8-CH3 


A 9 0/^ XTT T 

4 -SO2NH2 


illU 


50 


7-OCH3 8-CH3 


4'-S02NH(C=NH)NH 


>300 


51 


7-OCH3 8-CH3 




>300 


52 


7-OCH3 8-CH3 




277 


53 


7-OCH3 8-CH3 




220d 


54 


7-OCH3 8-CH3 


CHjO OCHi 
4*.S0iN»--(ji 


286 


55 


7-OCH3 8-CH3 




, 286 



5 





7 npti. 8 r'H- 




258 


D / 






286 


Do 




4'-COOH 


315 


jy 


/~v^^Xl3 o~v-/V-/jn3 


3 '-OH 4*-COOH 


264 




7-OCHt 8-OCHi 

f V/ V'X 1.3 0 vy^xx3 


3*-COOH, 4*-OH 


264 




f wXaJ 0*\y w JL J. J 


4'-C00Et 


236 






3*-CF3 


243 




7-OCHa 8-OCH^ 


3'-CF3. 4'-N02 


283 




7-OCH^ 8-OCH^ 


3'-OCH2COOH 


188 




7-OCHt 8-OCH^ 


4'-S02NH2 


280 




7-OCHa S-OCH-i 


4'-S02NHfC=NHnNH 


252 




7-OCH^ 


4'-COOH 


299 


wo 


*/"v./Xx3 /"vy^xx3 


3'-COOH 


>300 




J "^1x3 /"•\^^xrx3 


2'-COOH 


>300 


/U 


j-v-/rx3 /-V-/V^xx3 




246 




J *■ w»ri3 1 \J ^xx3 


3'-OH 


292 




•J •\-.*xl.3 » v v^xx3 


4* -OH 


255 


71 


«y " v,*x^3 ' v^x X3 


3'-OH 4'-COOH 


284 


74 


5-CHa 7-OCHi 

^ ^^x X3 » V^V^XXj 


3'-C00H 4'-OH 


>300 


75 


5-CH3 7-OCH3 


4'-COOEt 


265 


7A 

/o 


J - v^ri3 / - w ^xT3 


-> "V-'r3 


221 


77 


5-CH3 7-OCH3 


3'-CF3. 4'-N02 


>300 


78 


5-CH3 7-OCH.3 


/I' CO XTXJ 


7ft7 
ZoD 


79 


5-CH3 7-OCH3 


4'-SQ2NH(C=NH)NH 


293 


80 


5-CH3 7-OCH3 


4*-SOiI«r^ J 


288 


81 


5-CH3 7-OCH3 




>300 


82 


5-CH3 7-OCH3 


4'.50iNH-^ / 


274d 


83 


5-CH3 7-OCH3 




268 


84 


5-CH3 7-OCH3 


4'-S0aNH-f^^ 

CHi 


271 




S-CH'j 7-OCHi 


4'-OCH3 


210 




6-Cl 7-OCHi 


4'-COOH 


>300 


87 


6-Cl 7-OCHi 


3'-OH* 4'-COOH 


253 


88 


6-Cl 7-OCH3 


3'-COOH, 4'-OH 


>300 


89 


6-Cl 7-OCH3 


4'-C00Et 


294 


90 


6-Cl 7-OCH3 


3'-CF3 


282 


91 


6-Cl 7-OCH3 


4'-S02NH2 


>300 


92 


6-Cl 7-OCH3 


4'-S02NH(C=NH)NH 


302 


93 


6-Cl 7-OCH3 


fMtjl Am. 


317 


94 


6-Br 7-OCH3 


4'-COOH 


>300 


95 


6-Br 7-OCH3 


2'-COOH 


288 


96 


6-Br 7-OCH3 


3*-0H, 4'-COOH 


298 


97 


6-Br 7-OCH3 


2»-COOH, 4'-I 


>300 


98 


6-Br 7-OCH3 


4'-C00Et 


298 


99 


6-Br 7-OCH3 


3'-CF3 


284 


100 


6-Br 7-OCH3 


4'-S02NH2 


298 



BEST AVAILABLE COPY 



lUl ' 


o-or / -yj \^±is 




262 


102 


O'liriex /-vJv^ri3 


A'-ponw 

-v^Vyv-Tx 


248 




o-nnex /-v-iv_^jni3 


O'-POOTT 


272 




/\ nMw 7-nPT4^ 


_J "Wax, -V-/V-/vyjrjl 


268 




D"iiJncA / " V-/ 


9 '-POOH 4'-T 


249 


1 n/^ 


fi-TiRf»v 7-nPHi 


4'-POOEt 


160 


lU/ 


A nWw 7-nPW-. 

o^nricx /•v-^^Xi3 


a'.PP- 

J -v^r3 


201 


1 HQ 






242 




u iixicx / \-/\-yii3 


4'- OPH^ 

*T \-/ V-'I Xj 


170 

X / V 


1 1 n 


A-TsJO^ 7-nPTT'» R-HPH-, 
0-iNV»/2 /"•Wvxxj.3 0""v-F^n3 


d'-POOH 


>300 


111 
ill 


^-iSlOo 7-OPH^ R-OPH^ 


'^'-POOH 


232 


110 
1 IZ 


A-TsIO« 7-nPH, 8-nPW, 
0"1NV-I2 ' "w^xl3 0"v^v^n3 


*T V-/V-^XX3 


256 


i 1 J 


fi-Tsin-. 7-npi4^ R-OPH-I 




160 


1 1 >1 


A xm^ 7 nPT4^ »«nPM^ 




917 


llD 


o~rNv/2 /-vv^n3 o"v/v^rji3 


4»-POOFt 


X ^ J 


IK 

1 lo 


TsIO^ 7 nPM- R-HPW** 
o-rN\J2 /■•v-'v*ri3 o-v-Fv^n3 


'^'.OTT 4»-POOH 




117 


6-NO27-0CH3 8-0CH3 


3'-COOH. 4'-OH 


266d 


118 


6-NO2 7-OCH3 8-OCH3 


3 -Cr3 


0 1 Q 


119 


6-NO27-OCH3 8-OCH3 


3*-CF3. 4'-N02 


217 


120 


6-NO27-OCH3 8-OCH3 


4'-S02NH2 


290d 


121 


6-NO27-OCH3 8-OCH3 


4'-S02NH(C=NH)NH 


284 


122 


6-NO27-OCH3 8-OCH3 


4'-S02NH— ^ \ 


190d 


123 


6-NO2 7-OCH3 8-OCH3 




220a 


124 


6-NO27-OCH3 8-OCH3 




200d 


125 


6.C2H5. 7-OH 8-NO2 


4'.COOH 


234 




/^-P^t4^ 7-OH Q.TsJO-i 
D-v-^2-ri5j /"V-zn o-'iNV-/2 


4»-OPH^ 
*T — V-Zv^xi3 


A> X ou 




fi-PoHc 7-014 8.NO'> 




>300 


1 Oft 


0-V-^2-tt-5, /-Ulrl o-lN^^2 




94RH 


100 


P^R^ 7 014 R-TsIO-^ 
0-\^2-riSj '"V-'Jn o-iNW2 


d'-POOPt 




130 


6-C2H5, 7-OH 8-NO2 


3'-OH, 4'-COOH 


>300 


131 


6-C2H5, 7-OH 8-NO2 


3 -COOH, 4 -OH 


A A 


132 


0-C2H5, 7-OH 8-NO2 


J -Cr3 


loy 


133 


TT T y^TT 0 XT/^ 

6-C2H5, 7-OH 8-NO2 


y1 ' 0 XTU 

4 -0O2NH2 


2Uoa 


134 


0-C2H5, 7-OH 0-NO2 


4-S02NH(C=NH)NH 


lol 


135 


0-C2H5, 7-OH 0-NO2 




A A 

>iUO 




^-P-^T-Tc 7-nPMo 8-NOo 


4'-POOH 


97*^ 






4' -OH 

^ v^xx 


959 


138 




4'-OCH^ 

~ v^x X3 


169 


139 


7-OCH3 8-N02 


4'-COOEt 


186 


140 


6-C5H5 7-OCH3 8-N02 


4-S02NHfC=NH^NH 


206d 


141 


6-N02,7-OH, 8-CH3 


4'-COOH 


>300 


142 


6-N02,7-OH, 8-CH3 


2'-C00H 


227 


143 


6-N02,7-OH, 8-CH3 


4' -OH 


>300 


144 


6-N02,7-OH, 8-CH3 


3'-0H 


>300 


145 


6-N02,7-OH, 8-CH3 


2'-OH 


>300 


146 


6.NO2.7-OH, 8-CH3 


4'-OCH3 


254 



BEST AVAILABLE COPY 





\}~ IN 1^2 y l~\Jx\y 0"V^XJ.3 










3*-OH 4.'-POOH 


971 


149 


6- NO2 , 7-OH, 8-CH3 


3'-COOH, 4'-OH 


>300 


150 


6- NO2 , 7-OH, o-Cri3 


3 - Cr3 


231 


151 


6-N02,7-OH, 8-CH3 


3'- CF3 , 4'-N02 


226 


152 


6- NO2 , 7-OH, 8-CH3 


4'-S02NH2 


>300 


153 


6-NO2.7-OH, 8-CH3 


4'-S02NHfC=NH)NH 


>300 


154 


6-N02,7-OH, 8-CH3 


4'-50aNtr— N\ 


>300 


155 


6-N02,7-OH, 8-CH3 


CHiOy^ — t OCH> 


254 


156 


6- NO2, 7-OH, 8-CH3 




>300 


1 ^'7 
13 / 








1 JO 








1 


XTr\ '7 OOT-I^ C f^XX^ 
0- iN\J2 » /'•v-/L^Jnl3 , o-L^jnl3 




ZoV 


lOU 


0- INW2 /-vJV-vJri3 , o-V-^Jrt3 








0- iNU2 9 /-v/V^ri3 ,o-i-^ri3 






162 






711 




6_>jn-* 7 nPT4^ fi-PM^ 


z -win 


Zo^ 


164 


6-NO'> 7-OCHi R-CH-j 

V 1^ v^2 > ' WX13 9 0 Vyjtij 






16S 


iNv/2 j/-v-/\-»xx3 9 0"\-/Xx3 






166 


6-N02.7-OCH3,8-CH3 


3'-OH, 4'-COOH 


249 


167 


6-N02,7-OCH3,8-CH3 


3'-CF3 


182 


168 


6-NO2 ,7-OCH3 , 8-CH3 


3'-CF3, 4'-N02 


236 


169 


6-N02,7-OCH3,8-CH3 


4'-S02NH(C=NH)NH 


>300 


170 


6-N02,7-OCH3,8-CH3 


4'-S02NH2 


301 


171 


6-N02,7-OCH3,8-CH3 


CHiO j> — >v OCHl 


276 


172 


6- NO2 ,7-OCH3 , 8-CH3 




270 


1 /i 


0- NU2 ,/-UCrl3 , o-Url3 


4»-SOaNH-Y y 


299 


174 










6-Nn-i 7-nM R- Mn^v 

u-iNW2 9 /""v^n.j o~ iN\»/2 


4* -.OH 
*+ -Wxx 


zou 




6-Mn-* 7-014 MO-, 

VJ-lNVy2 J / V-/XT., O" 1NW2 






177 




7»-nw 




178 


6-N02,7-OH, 8-NO2 


4'-OCH3 


>300 




0-INO2 , 7-OH, 8- NO2 


4 -COOEt 


281 


180 


6-N02,7-OH, 8-NO2 


3'-CF3 


197 


181 


6-N02,7-OH, 8-NO2 


4'-S02NH2 


>300 


182 


6-N02,7-OH, 8-NO2 


4'-S02NH(C=NH)NK 


216 


183 


6-NO2.7-OH, 8-NO2 




>300 


184 


6-N02,7-OH, 8-NO2 


CHiO / — i OCHl 


170 


185 


6-N02,7-OH, 8-NO2 




>300 


186 


6-N02,7-OH, 8-NO2 


2'-COOH 


285 


187 


6-N02,7-OCH3 8-NO2 


4'.0H 


257 


188 


6-N02,7-OCH3 8-NO2 


4'-COOEt 


236 







4'-OCH3 


205 


190 


6-Cl 7- OH 8-NO2 


4'.OCH3 


285 


191 


6-Cl 7- OH 8-NO2 


4'-S02NH(C=NH)Ntt 


300d 


192 


6-Cl 7- OH 8-NO2 


3'-OH 4'-COOH 


>300 


193 


5-CHi,6-,8-(N02)2 7- OH 


4'-COOH 


>300 


194 


5-CH36-.8- (N02)2 J- OH 


3'.COOH 


246 


195 


5-CH3 6-,8- (N02)27- OH 


2'-COOH 


214 


196 






242 


197 


5.CH36-,8-(N02)2 7-OH 


4'-COOEt 


244 


198 


5-CH36-,8- (N02)2 7- OH 


4*-S02NH2 




199 


5.CH3,6-,8-(N02)2 7- OH 


4'-S02NH(C=NH)NH 


>300 


200 


5-CH36-,8- (N02)2 7- OH 


4'-S02NH-\ / 


>300 


201 


5-CH36-,8- (N02)2 7- OH 


4'-SOimt\J 




202 


5-CH36-,8- (N02)2 7- OH 




276 




R4— Rs 


R3 




203 


7-OCH3 


CONH(CH)3C02H 


193 


204 


7-OCH3 


CONHNHCO f \ 


293 


205 


7-OCH3 


CONH / "A CHi 


248 


206 


7-OCH3 




238 


207 


6-C5H<.7-OCHt 


CONH(CH)3C02H 


226 


208 


6-C2H5,7-OCH3 


CONHNHCO ^ ^ 


293 


209 


6-C2Hs,7-OCH3 




196 


210 


5-CH3,7-OCH3 


CONHNHCO— ^ 


248 


211 


5-CH3,7-OCH3 




176 


212 


5-CH3,7-OCH3 




240 


213 


7-OCH3,5-CH3 


CONHNHCO ^ ^ 


254 


214 


7-OCH3,8-CH3 


CONHNHCO—^ ^ 


254 


215 


7-OCH3 8-CH3 




278 


216 


7-OCH3 8-CH3 




270 


217 


6-Br 7-OCH3 


CONHNHCO — ^ ^ 


248 


218 


6-Br 7-OCH3 


CONH 1 \ LHi 




219 


6-Br 7-OCH3 




295 


220 


6-n-C6Hi3 7-OCH3 


CONHNHCO—-^ ^ 


198 



9 





6-n-C6Hi3 7-OCH3 




196 


222 


6-n-C6H,3 7-OCH3 


CONlt-f=T-XH* 


139 


223 


6-N02,7-OH, 8-CH3 


CONKNHCO f \ 


>300 


224 


6-N02,7-OCH3, 8-CH3 


CONHNHCO ^ 


220 


225 


6-NO2 7,8-(OCH3)2 


CONHNHCO— ^ ^ 


199 


226 


6-NO2 7,8-(OCH3)2 


CONHNHCO—^ ^ 


>300 



18 




K4 




P , 

K6 


K7 


Kg 


jVlr 


227 


CO2C2H5 


T T 

H 


H 


NO2 


OCH3 


OLH3 


191 


228 


CO2H 


T T 

H 


¥ T 

H 


NO2 


OCH3 


OCH3 


loo 


229 


CO2C2H5 


H 


H 


NO2 


OH 


CH3 


210 


230 


CO2H 


H 


H 


NO2 


OH 


CH3 


251 


231 


CO2C2H5 


H 


H 


NH2 


OH 


CH3 


203 


232 


CO2H 


H 


H 


NO2 


OCH3 


CH3 


178 


233 


C02C2H5 


H 


TT 

rl 




Url 




1 A'X 


234 


C02H 


H 


H 


C2H5 


OH 


NO2 


178 


235 


C02C2ri5 


TT 

rl 


TT 

rl 


<-2rl5 


UUrl3 


iNvJ2 


1 Ad 


236 


C02H 


H 


H 


C2H5 


OCH3 


NO2 


176 


237 


C02C2H5 


H 


H 


NO2 


OH 


NO2 


176 


238 


C02H 


H 


H 


NO2 


OH 


NO2 


296 




\-'^2^2"5 


u 
jn 


jn 


1NV-/2 






152 


240 


CO2H 


H 


H 


NO2 


OCH3 


N02 


246 


241 


CO2C2H5 


H 


H 


Cl 


OH 


N02 


195 


242 


CO2H 


H 


H 


Cl 


OH 


N02 


>300 


243 


CO7H 


H 


CH3 


N02 


OH 


N02 


211 


244 


C02C2H5 


H 


CH3 


N02 


OH 


N02 


104 


245 


H 


CONH^ y (.0 


H 


H 


CH3 


H 


223 


246 


H 


CONH^ ^— CO 


H 


H 


CH3 


H 


>300 


247 


H 




H 


H 


CH3 


H 


197 


248 


H 


CH3 


H 


H 


OCH2CX>NH^^ ^ 


H 


230 


249 


H 


CH3 


H 


H 


OCH aCONH^^ ^ OH 


H 


220 


250 


H 


CH3 


H 


H 


OCHaCONH^^ \ 

^ 


H 


240 


251 


H 


CH3 


H 


H 




H 


196 


252 


H 


CH3 


H 


H 


OCH iCONH^^^— 600H 


H 


304. 


253 


H 


CH3 


H 


H 


OCHlCONH^ 


H . 


>300 



10 



^4 


H 


CH3 


TT 

rl 


TT 
ll 


OCHiCONtK^ y 
HOOfP 


TT 
XT 




255 


TT 

rl 




14 

jn 


14 

XX 


OCH icoNH^ V-cooa 


H 
X X 


207 


256 


H 


CH3 


H 


H 


OCHaCONH^ ^ 


H 


157 


257 


H 


CH3 


H 


H 


OCHiCONH^ > 


H 


243 


ZD 5 


u 
n 




H 


H 


OCHiCONH^ V^Oi 


H 


301 


259 


TT 

H 




TT 

rl 


xl 


OCH aCONH^ VtSCH j 


XX 


X \J\J 


260 


H 


CH3 


H 


H 


OCHxCONBx ^ — eOOH 


H 


215 


261 


H 


CH3 


H 


H 


OCH tCONH^I ^^^^ 


H 


277 


262 


H 


CH3 


H 


H 


OCHaCONH^ y 


CH3 


216 


263 


H 


CHa 


H 


H 


OCH iCONH^^^— GOOEt 


CH3 




264 


H 


CH3 


H 


H 


OCH iCONH^I ^— eOOH 


CH3 


260 


265 


R3 =R4= R5=R7=R«=H 


CONK ^ ^ eOOEt 


214 


266 


R3 =R4= R5=R7==R8=H 


^ CONH ^ y-€OOH 


300 



#Tafi^fi«j. ^mis.m.f?mi^^M.itm> =m.m.m> m.m.itm^ =.m.mm.> 1,3-- 
wE.mmm(pcc). ~^^mmm(2-D?c). i,3--^nm^Wi^^(pipc). i-(3- 
-¥fficMS)-3-zis^mM^(EDci)^o ^^i)t7km^mm^^M.itm^ ^uitm 

II 

BEST AVAILABLE COPY 



PijffIN,N--¥«¥mjlK(DMF)^o ^^"K;Jt;5*J¥^^ DMSO^DMF, Mifci^¥^jftl 
DMFc S.MUm^lO—nOV, 'ffci^:5*j20— 9010, H^-ife^30— 80'C, ^SHifcjfe^ 
50— TOTCa 

TJU-SJSilSrjg^ Ila, lib. lie. lids lie. lif^^iJfeBJ 




Ila 




lib 




lie 





13 




mMmnrnM. $npm> bit^ #1^^ pjif^teflis Bim^ mm^Mmmo 
mmm. %mmM. mMmm. ^%mmmn)^M> mm^ m%> hwm^ % 

mm^ uitm^ mmm^ )^m. mmm> ^m±> 'M^mm^ mm^m-. mm 
m^^^m. tRTK. ■a-v*> m.Zs-m. z.m^ nm^ mm^ ^mm^ i^^^ 
mmmmm^ mmum^M^ bj^^. ^^mmm^> wm^mms mm. 

^itm^x m^iSimm. mia^m^> -t^^m^m^^i mmm, mnm^^^ 
=.m.im. ^lJitm^k^ mm^ mw^m^ mzs-m^o m-^u^>^m 

mm> mz.mm')^m^ ceiucire. Mi»^±> m^nm-, ^^m, immm^fist^ 
nmm. mm. z.m. i^m. mm. ^mmmmm-. mmm. la^rn^. Tmm. 

^mmw. mnm^ ^^m. mmm. mmm. Mmmmm^WLMo tamwrn 



14 



-^^^RJS^EH^Is^^^BJ fitl4fe-^<^fl<Iffl 3:^0.001— 150mg/Kg#a. 

0.1— 100mg/^g#m. Htfeife^l— 60mg/Kg#m, :i[tt;ji^2— SOmg/Kg-f^m-o ± 

TGF-piwfSin:T35s&. ?&!iTW^btg^^^, 'T^mnmm^'/k^m^ ia^^iE^. 

111-, ®5±60%6<jft.-^i^^8>h. m7o%^l<]'^k'^tlW7>^, mmQ>%m^^m'^s^', 

90%, m^-^'m^^mmm'f-mfrmE.'Wfmm, Q)W.'^^mmm, 
mm.mmm^ ^iuBMrn^ m^^'^mm-. ®^^^Rum^mm, ta^mn^ 
m-^m'^^^mMmAmmK^mmjtm'^^mn an, p<o.oi) m^m> 

Benazepril^LosartanfckJg^, vEm:^Rmi^^^tEm&SfSLmB.mUiBm) . I/IST 

(cre), nmmit'Ai^mT- & i(jG¥- & i)mst'B'mWiMii(,Mi):^m^nf- 

Benazepril, M-^Losartan^S^ (B&^if). 

^tt.t^^4'*D^^Losartan . if^Benazepril^^ -(E^IS^m^BJ, * 

fi^J'Hi-^^^if ^Benazepr i IM-^Losartan^a ^ . 



1^ 



BEST AVAILABLE COPY 




^mmt 3-7Lm.mm-6-m.-7-^&-s.mmm3.m (241 > 

H-NMR 300MHz(DMSO): 1.266(t, 3H, CH3);4.232(q,2H.CH2); 8.017(s,lH.5-H); 
8.593(s,lH.4-H) 

m^VL-^m229—246, wmmi^mu^ 

^mmi 3'Z.m.mm-6-z.m'7^m-^mmm^3.m (233) m-^m 

H-NMR 300MH2(DMSO):1.262(t,3H,6-Z.^-CH3), 1.401(t,3H,@gS-CH3). 2.753(q,2 
H, 6-Z,ffi-CH2), 3.988(s,3H,7-OCH3), 4.408(q^H, ggg-CHz). 7.527(s,lH,5-H). 8. 
479(s,lH,4-H) 

m^-^»Jtt.^tl241&<J$iJ^:^r?*, >Pfc^%229atlf!j#, ^|WI^:^^lJjl3-Z.$tM 
«-7,8--^^S#M«3t^T?g'H:SjSZ, nit^m229 

H-NMR 300MHz(DMSO):1.397(t,3H, SI S -CH3), 4.063-4.1 18(d,6H.7,8-OCH3), 
4.423(q;2H, SIS-CH2), 7.757(s,lH,5-H), 9.252(s.lH.4-H) 

^MM4 3-ZsmMm-6,s--mm-7-^mMmM.m (239) eti-g-^ 

m-7-wm.mm3.mmfm^its.^, mit'^m239 

H-NMR 300MH2(DMSO): 1.290(t,3H,i§-CH3), 4.011(s,3H,7-OCH3), 4.292(q,2H. 
BI-CHz). 8.873(s,lH.4-H), 8.955(s,lH,5-H) 

^mms 3-7Lm.mm-6,s-~mm-7^m^3.m (237) fi«i-^^ 

m-7-^mm3.mm^mmi^s.m, n^-^m237 

H-NMR 300MHz(DMSO) : 1.237(t,3H, @g .CH3), 4.196(q,2H, H -CHj), 
8.399(s,lH,4-H), 8.636(s,lH,5-H) 

mnme 3.(3'-^S-4'-|^S^lgj^S)-6-Z.S-7-¥^«#S^ (26) w-^^ 

#248nig (Imol) 3-^^-6- Z.S-7-^ftS#sm^ 2ml SOChJnii^JSiS^ 
^B. *^SOCl2, iPAl53mg(lmoI)4-M«7K#^^2mlRlfceS, iW^^S/S^^, 

UADMSOM^'J , 140mg^j^>Hs-^d^(26). 
H-NMR 300MH2(DMSO)t 1.142(t,3H.CH3), 2.569(q,2H.CH2). 3.906(s,3H,7-OCH3); 
7.069(d,lH,6'-H) . 7.098(s,lH,8-H) , 7.509(s,lH^'-H) , 7.758(d,lH.5-H) , 
8.856(s,lH,4-H), 10.848(s,IH, CONH), 11.399(s,lH, OH) 

109^4fc^i^, 204—206, 208, 209, 213, 214, 217, 218, 220, 
222— 228^24'247— 249-^>Hi'^i^. ±&felJJl±^^^M^f f 

mmm7 3-(3'-!^s-4» nm^mm-6-z.m-7-^i^mmsLm (2?) eti-^^ 



BEST AVAfLABLE COPY 




IR^MR 500MHz(DMSO) : 1.162(t,3H, Z» S -CH3), 2.602(q;2H. Z. S -CH2), 
3.937(s,3H,7-OCH3), 6.786(d,lH,5'-H), 7.178(s,lH,6-H), 7.746(d,lH,6'-H), 
7.770(s,lH,5-H), 8.239(s,lH,2»-H), 8.834(s.lH,4-H),10.583(s,lH,CONH) 
Ttm^Vf: CzoHnNOr 
Tti[{t: C62.66, H4.47. N3.65 
m^M: C62.87, H4.49, N3.71 

mmms 3-im^mmmmm)-7-^m.m^3.m C2) an-^fig 

TC^^rr: Ci8H,3N06-l/2H20 

T^^^t C62.07, H4.05, N4.02 
illS^I: C62.72, H3.74, N4.55 

H-NMR300MHz(DMSO) : 3.91(s,3H,7-OCH3), 7.08(d,lH,6-H), 7.11(s,lH,6'-H), 

7.53(s,lH,2'-H),7.77(d,lH,5-H),7.95(d,lH,5'-H), 8.91(s,lH,4-H). 10.83(s,lH,CONH), 

11.40(br,lH,OH) 

ymiri-mt CisHuNOt 

Tt^{t: C60.85, H3.69, N3.94 

i!l^{t: C60.52, H3.59. N4.10 

H-NMR 300MHz(DMSO): 3.906(s,3H,7-OCH3), 6.964(d,lH,5'-H), 7.037(d,lH,6-H), 
7.083(s,lH,8-H), 7.745(d,lH,6'-H), 8.001(d,lH,5-H), 8.234(s,lH,2'-H), 
8.877(s,lH.4-H). 10.547(s,lH,CONH),11.103(br.OH) 

7B*:5^^: C18H.3NO7 

C60.85, H3.69, N3.94 
iH^tft: C60.50, H3.62. N3.64 

7ti*:^tfT: C2.H,7N307S-1/2H20 
T^^{i: C54.31, H3.91, N9.05 
id^it; C54.56, H3.49, N8.90 

mmmn i-i^'^mnmmm-i-wmM^sLm (203) 

H-NMR300MHz(DMSO): 1.719(t^H,3'-H), 2.235(t,2H,2*-H), 3.311(aH,4*-H), 

3.861(s,3H,7-OCH3), 7.001(d,lH,6-H). 7.074(s,lH,8-H), 7.861(d,lH,5-H), 
8.771(s,lH,4-H) 

Ttm^a^m-. c,5h,5no6 

Th^it: C59.01, H4.95, N4.59 
aH^iS: C^9.05 H4.60, N4.73 
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^ (55) 

TcM^lfu C22H19N3O7S 

it^'d: C56.28, H4.08, N8.95 
i'J^'ffl: C56.61, H4.06, N9.01 

^mmu 3-(m-mm^wm.m^mmm) -7,8-- ^^s#sm(64)fiti-^^ 

""^^^????^^^^^-^-^^2(s,3H,8.0CH3).3.951(s,3H.7-OCH3),4.641((s^H,OCH2 

i ^^'cl'i,^^-^-^^^^^ 7.502(s.lKU'-H), 7.751(d,lH5-H), 

5.853(s,lH,4-H), 10.584(s,lH,CONH) 

TtM"^^: C20H17NO8 

ii-^'tS.: C60.15, H4.29, N3.51 

i'j^it: C60.41. H4.65, N3.75 

TnM^^^l C,9Hi8N407S-2H20 

ih^-fi: C47.30, H4.56, Nil. 61 
aHJt^t C47.34. H4.08. Nll.OO 

H-NMR 300MHz(DMSO) : 3.849-3.947(d,6H. 7,8-bis-OCH3), 6.962(d IH 5'-H) 

IXm^m'^'''-'^^^^^ 8.2l0(s.lH2'4: 8.8i».|: 

TU^^J^tf: CigHisNOg-lMHiO 

vir^iM.: C58.61, H4.01, N3.59 
m^iM.'. C58.27, H3.86, N3.92 

H-NMR300MHz(DMSO): 2.482(s.3H,5-CH3), 3.888(s,3H,7.0CH3), 6.979(d2H6 8- 
Ig. 7.477-7.583(q,2H.3'.5'-H). 7.500(UH,5'-H). 7.889(d 2H,2\6'-H). 8^(^^^^^ 
-H), 10.24(s,lH,CONH), 10.868(s,lH,CONH) ^ ' ' o./yAs.m,4 

^MMIS 3.(#^MSmS)-5-^S.7-¥^S#fi^ (213) fitj-^^ 

^&-7-wm.m^3.m^^mmmn^fknit'^mi3 

H-NMR 300MHz(DMSO): 2.553(s.3H,5-CH3). 3.878(s,3H,70CH3) 6 979rd 2H 6 8-H) 
T935(d,2H.3%5'-H), 8.781(s.lH,4-H). 10.545(s:iH,CoW, 11 362^1^2 oi^H) ^' 

mmmi9 Hy-mm-4*^m^mmmys.^m-7-^mm^s.m (74) 
^m-7-^m.m^3.mm5-m.m7Kmmm'ifEmnit-^m4 

TC^^tff: C,9HisN07 



18 



W»^I: C61.79, H4.09, N3.79 

iH^-ft: C61.57, H4.07. N3.81 

mmmio 3-{3^^m-4''mm^i^mm)-6-ci-7~wm.&^a.m (87) m^m . 

H-NMR 300MH2(DMSO)t 3.996(s,3H7-OCH3), 7.114(d,lH,6'-H), 7.376(s,lH,8-H), 

7.485(s,lH,2'-H), 7.768(d,lH,5'-H), 8.146(s.lH,5-H), 8.839(s,lH.4-H), 

10.721(s,lH,CONH) 

Ttm^^: CijHiaCINO? 

Th#it: C55.47, H3.11, N3.59 

iH^'fi: C55.97, H3.13, N4.48 

H-NMR 300MHz(DMSO): 4.010(s.3H,7-OCH3), 6.968(d,lH,5'-H), 7.380(s,lH,8-H). 
7.752(d,lH.6*-H), 8.153(s,lH,5-H), 8.211(s,lH,2»-H), 8.817(s,lH,4-H), 
10.475(s,lH,CONH) 

Ttm-^^r: C18H12CINO7 

ih^-lS: C55.47, H3.11, N3.59 

MM^'. C55.60, H3.18, N4.1 

^ifeM22 3.i3*.mm-4*-mm^mmm)-6-Br-7-^m.mm3.m (96) 6«i'^^ 
-6-Br-7-wm.mm3.mm-n.m7i^mmm^s.m%it^^96 

H-NMR 300MHz(DMSO); 3.996(s,3H,7-OCH3), 7,118(d,lH,6'-H), 7.343(s,lH,8-H), 
7.496(s,lH,2'-H), 7.774(d.lH,5*-H), 8.306(s,lH,5-H), 8.846(s,lH,4-H), 

10.722H(s,lH,CONH) 

mmm23 3^r.mmmmm^mmm)-6-z.m-7'¥m.mm3.m 02) 

z.m-7-wm.mms.mmmm.m(SG)mfs.m.mit^m32 

H-NMR 300MHz(DMSO) : 1.148(t,3H, Z. S -CH3), 2.572(q,2H, Zi S -CH2), 
3.896(s,3H,OCH3), 6.690(br,4H, IK S -H), 7.125(s,lH,8-H), 7.709(s,lH5-H), 
7.739(q,4H,Ar-H), 8.827(s,lH,4-H), 10.841(s,lH.CONH) 

7G-^:$^rr: C2oH2oN406S-l/4H20 

it^-fft: C53.55, H4.60, N12.48 
H^IS: C53.49, H4.63, N12.40 

^mmiA 3-(4'-i)i[^igims^i8ci^^)-6-ci-7-¥^s#a^(92) 

-6-ci-7-^m^^a.mmmm.m(SG)^^j^mnit^'^92 

H-NMR 300MHz(DMSO): 3.999(s,3H,7-OCH3), 7.407(s,lH,8-H), 
7.776(q,4H,Ar-H), 8.172(s,lH,5-H), 8.860(s,lH,4-H), 10.787(s,lH,CONH) 

Ttm^tyt Ci8H,5ClN406S 

T+i[{S: C47.95. H3.35, N12.43 
i!l^<t: C47.54. H3.45, N12.15 

mmm25 3-iy-^m-4'-mm^mmm)-7-^m,m^^mm3.m (43) e^j-^^ 
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H-NMR 300MHz(DMSO): 2.215(s,3H,8-CH3), 3,912(s,3H,7-OCH3), 7.081(d,lH,6*- 
H), 7.182(d,lH.6-H), 7.612(s,lH.2'-H), 7.747(d,lH,5-H), 7.872(d.lH,5'-H). 8.834(s, 
1H,4-H), 10.813(s,lH,CONH) 
Tn^^:^: C,9H,5NOrl/2H20 
T+iC^ts C60.32, H4.26, N3.70 
2S'J^{S: C60.26, H4.03, N4.14 

mmm26 3-iy^m^*^m^mmmy7'^M.m-s-^m^3.m (44) 

wm.m-s-wm^3.mm5-m.m7mmmns.mni}L^m44 

H-NMR 300MHz(DMSO): 2.209(s,3H,8-CH3), 3.753(s,3H,7-OCH3), 6.959(d,lH,5'-H), 
7.168(d,lH,6-H), 7.723(d,lH,6'-H), 7.848(d,lH,5-H), 8.197(s,lH^'-H), 
8.794(s,lH,4-H), 10.504(s,lH.CONH) 
TC^^rr: Ci9H,5N07'l/2H20 
Tt-^{t: C60.32, H4.26, N3.70 
m^^z C59.66, H3.92, N3.81 

mmm27 3-(4*'Wm.^mmm)-6-mm-7^m^^mmMm (i46) 

)i^l60mg(0.604mmol) 3-i^S-6-5liS-7-|SS-8-¥S#s:^^P2inl- tCSEP., in 
m^^^m—M.WM, JnA74.3mg(0.604mmol)p-MS^¥MSlnil 

i^mmmm, #j^^&(i46)i70mg 

H-NMR 300MHz(DMSO) : 2.280(s,3H^-CH3); 3.740(s,3H,OCH3); 6.941(d^H, 
3%5'-H); 7.621 (d,2H,2'.6»-H); 8.673(s,lH,5-H); 8.897(s,lH.4-H); 

10.374(s,lH,CONH) 

^1 110—203, 225—22smt^mi§iU±mw-^mM^o 

mmm2s 3-i4'-mmmmm^mm.my6^m-7-^m.m-s-wmm3.m (i69) 

169H-NMR 300MHz(DMSO): 2.382(s,3H,8-CH3), 3.940(s3H,7-OCH3), 6.677(br,4H, 
MS-H), 7.790(q,4H,Ar-H), 8.593(s,lH,5-H). 8.903(s,lH,4-H), 10.707(s,lH,CONH) 
TtmS^Wn Ci9Hi7Ns08S-l/2H20 
it^'Ct: C47.10, H3.75, N14.46 
m^iM.: C47.27, H3.73, N14.58 

mmm29 3-i4>-^m^mmm-6-mm'i,s--^m.mmM.^ am 
wmm3-mm-6-mm-7S'-^^mm3.mmn&m. mt-^muo 

H-NMR 300MHz(DMSO) : 3.99-4.06(q,6H, 7,8-bis-OCH3), 

7.82(d,2HJ=8.7^-H),7.9(d;ZH.J=8.7^-H),8.15(s,lH,5-H),9.09(s,4-H)10.91(s,lH, 

CONH) 

mmm3o 3-i3'-mm^mmmy6-mm-7,8'=.^m.mmM.^ (ud 

m^mm3-mm-6.m^-7,s.-wM.mmM.m^ns.^. m\i^miu 

H-NMR 300MHz(DMSO) : 3.97-4.05(q,6H, 7,8-bis-OCH3), 7.49(t,lH,5'-H), 
7.67(d,lH,6'-H), 7.76(d,lH,4'H), 7.93(s,lH,2'-H),8.32(s,lH,5-H),9.08(s,lH,4-H), 
10.66(s,lH,CONH) 
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msi 3-[4'-(S%6*»-z:^ftS««flg-4»)-j8c<gim«^j«Sl-6-mS-7, 8--¥ 

^^^S^ (123) 

5.6-- ¥^si^®(sDM')^3-i^s-6-5g*-7,8-- wm.m^3.m^^&^o ^i^-^m 

123 

H-NMR300MHz(DMSO): 3.694(s,3H, PgBS-OCHs), 3.894(s,3H,8-OCH3), 
4.064(s,3H, 7-OCH3), 7.886-7.996(q,4H^-H), 7.974(s,lH^"-H), 8.109(s,lH,5-H), 
9.092(s,lH,4-H), 10.791(s,lH,CONH), 10.947(br,lH,SO2NH) 

mmm32 3-<3»-|g«-4'-mS^lSM«)-6-?g^-7^S-8-¥S#Sm (148) 

H-NMR 300MHz(DMSO): 2.27(s,3H,Ar-CH3), 7.11(dd,lH,J=7.8Hz, 1.8Hz, 6'-H), 
7.498(d,lH,J=1.8H2,2'-H), 7.775(d,lHJ=7.8,5'-H), 8.65(s,lH,5-H), 8.892(s,lH,4-H), 
10.69(s,lH,CONH) 

mmm33 3-(y^m-4*-^m^mmm)-6~mm-7-B^m-^-^m^a.m <i49) 

H-NMR 300MHz(DMSO) : 2.268(s,3H,Ar-H), 6.971(d,lH,J=8,7Hz,5'-H), 
7.747(dd,lH,J=8.7Hz,2.7Hz,6'-H),8.208(d,lHJ=2.7Hz,2'-H), 8.658(s,lH,5-H), 
8.867(s,lH,4-H), 10.403(s.lH.COlNrH) 

(200) 

m^^'»jife^i^i466<j^!i#:^v*, >ni^ti2oo6<j§ij#, :^n^.i^=F-^mm,^ 

V& (SD) Sl3-iJS-5¥S-6.8--5^^.7-^S#S^3atTS&#tt.'^iil20D 
H-NMR 300MHz(DMSO): 2.291(s,3H,5-CH3). 7.025(t,lH,5"-H), 7.884 
(q,4H,Ar-H), 8.483(d,2H.4»,6"-H), 8.640(s,lH,4-H), 10.705(s,lH,CONH) 

H-NMR 300MHz(DMSO): 2.254(s,3H,5-CH3), 7.240(br,2H,NH2). 7.788(q,4H,Ar-H), 
8.666(s,lH,4-H), 10.676(s,lH,CONH) 

^is^j36 3-i2»-mmn.mmm^mmm)-5^m-6:8~~mm-7-^m^3.mi2oi) 
m(ST) m-mm-5mm-6,z--m&-7-mmm3.mm'^TB.mMit^^2oi 

H-NMR 300MHz(DMSO): 2.291(s,3H.5-CH3), 6.802(d,lH,l^l^-H), 7.225(d,lH, Igffife 
-H), 7.737(q,4H.Ar-H), 8.651(s,lH,4-H), 10,667(s,lH,CONH) 

mmm37 3-i4'-m&mmm^mmm-s^^6,s^='V^^-7-^&^M.mii99) 
(SG) m-^m-5^m-6,8-zLmm-7'^m^3.mm7&mMi^^mi99 

H-NMR 300MHz(DMSO) : 2.293(s,3H.5-CH3), 6.685(br,4a M S -H), 

7.746(q,4H,Ar-H), 8.657(s,lH,4-H), 10:647(s,lH,CONH) 

$ii^38 3-(2'-^g-r,3',4'-llz:i^-5')-7-¥^^-8-¥*#S^ (216) 

>|^295mg (0.84mmol) 3-(^¥WSl^«) -7-¥«^-8-¥S#M*^4.6ml 
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300MHz(DMSO): 2.252(s. 3H, 8-CH3); 3.968(s.3H, 7-OCH3); 7.174(d.lH, 
6.H); 7.634(m, 3H. Ar'-H); 7.812(d,lH. 5-H); 8.088(m. 2H. Ar'-H); 8.874(s, IH, 
4-H) 

^4'207. 210—212, 215, 216, 219. 22imt^mmm^±^i^^mm^> 

H-NMR 300MHz(DMSO)s 3.929(s.3H.7-OCH3). 7.021(d.lH,6-H), 7.085(s,lH,8-H), 
7.599-7.668(m,3H^-H), 7.871(d,lH,5.H). 8.095(m,2H^.H), 8.898(s.lH,4-H) 

TOS^tff: C,8H,2N204 

T^MiS.: C67.49, H3.78, N8.75 
iH^-II: C67.57, H3.98, N8.41 

^5fe^j40 3-[2MI'H:B^»-4>l'^%4»-l^-I^-5»]-6-a«-7-¥^S#S^ (221) 

H-NMR 300MH2(DMSO) : 0.869(t,3H, B ^ -CH3). 1.240(br,6H, B ^ -CHi). 
1.574(t,2H,aS-CH2), 2.734(t,2H,B»-CH2), 3.959(s,3H,7-OCH3). 7.116(s,lH,8-H). 
Z699(s,lH,5-H), 8.070(br,2H,PtkB$-H). 8.920(br.2a BttB£-H), 8.921(s,lH,4-H) 

70^:$)-ff: C23H23N3O4-3H20 

iti:{t: C60.12, H6.36, N9.15 
C59.51, H5.51, N8.96 
^S&M41 4-¥«-7.(4'.Z.^M^^lgcilSaE¥^S)#a^ (255) 

)|t4- ? S-7-^^M ¥ ft*#S«60mg(0.256mmol)^2ml - iCMmin^'fieSiS 

^^)mm^^^m-m.mm., m^mm'j'smi-m.^'^, iaAm-m.m^^mz.m 

44mg(0.267mmol)^5ml-ti¥i^6tJ^?g^PltB^3ml, it^^/jNB^iff 

H-NMR 3OOMH2PMSO): 1^93(t,3H.0|¥^); 2.389 (s, 3H,4-¥S) ;4.269(q, 2H, 
SI-CH2); 4.881(s, 2H, OCH2); 6.219(s, IH, 3-H); 7.018(d,lH,8-H); 7.056(d,lH,6-H): 
7.712(d.lH.5-H); 7.760(d,2H.2%6«-H); 7.919(d,2H.3\5'-H); 10.479(s.lH,C()NH) 
TC^^tff: C21H19NO6 

C66.13, H5.02, N3.67 
MMi^: C66.26, H4.91, N3.81 

250— 264-^^^i^gcW±it-^34^^iJ^o 
^M^?!I42 4.¥S-7.^JBcmS3E¥mS#Sm (248) 

f^lt^^:^^^^^'- 2-377(s,3H,4-CH3), 4.825(s,2H,70CH2), 6.208(s.lH,3-H). 
lOmTsCO^iH) 7.306(aH3'.5'.H). 7.593(d,2H.2'.6'-H). 7.711(d.lH.5.H): 

Tt^^^^f: C18H1SNO4 

T+^-fi: C69.89, H4.89, N4.53 

m^^t C69.61, H4.891, N4.58 

^ii^j43 4.¥»-7. (4'-|^*^iei^gM¥««) (252) 
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H-NMR 300MHz(DMSO); 2.404(s.3H.4-CH3), 4.899(s.2H,7.0CH2), 6.235(s,lH,3-H) 
1049f(sm^SNH)'^*°^^^*^^^^^ 7.713(d,lH.5-H). 7.739-7.924(q,4HAr-H): 

TU^^tf: CigHisNOe • I/4H2O 
Tt#{t: C63.77, H4.37, N3.92 
m^^: C63.76, H4.28. N4^4 

^ifiM44 4-wm-7-i4*.$^m^SimmwwmmmM.m (249) 

2.084(s.3H,4.CH3), 4.781(s,2H.7-OCH2), 6.230(s.lH.3-H). 
tloUX^'"^' 7.014(s.lH.8-H). 7.060(d.lH.6-H), 7.723(c1;ih:5-H): 

7C^:^*lr: CisHisNOs 

C66.45, H4.65, N4.31 
m^^i C66.14, H4.62, N4.32 

?;^?tS^^^^^°^'' 2-495(s,3H,4.CH3). 4.818(s,2H,7-OCH2), 6.233(s,lH,3-H), 

7ii^:$)-trr: C19H15NO7 

T^#<i: C61.79, H4.09, N3.79 

PJ^-tt: C61.49, H3.96, N3.86 

^ifeM46 4.^m-7- cy-^isi^m^mmmm^m.m> ^M.m (257) 

S^^f^#p-M^^¥^Z:,i|ja^TMm.#'tti-^i^257 

?n^r?JS^^^?2^-" 2f 9(s,3H,4-CH3), 4.872(s.2H,7-OCH2), 6.220(s,lH.3-H). 
7.027-7.075(m.2H,6.8-H), 7.429(d.lH,6'-H), 7.567(t.lR5'-H) 7 719aLlH5-m 
7J57(d.lH,4'-H), 8.096(s,lH.2--H), 10.446(s.lH,CONH) ^' ^-^'^^^^^^'^ 

7n^:$^^: C19H14F3NO4 

if^-ll: C60.48, H3.74, N3.71 
«"J^{|: C60.17, H3.45, N3.79 

^^2f . ^ ^■^*"''-^^'--^^*-^'-«^^*®^^«3E¥«) -mM.m (258) 

M-4-mm^m.f^np-m.m^wmzsmmn^mMit^m58 

"7^, lM°^^^?n.^.?ifx^fA'^"^^^^ 4.955(s,2H,7-OCH2). 6.243(s,lH,3-H), 
s'^':^^3'li:^a':^^^^^ 8.127(d,lH,6'-H). 8.215(d,S 

7C^:$^*ff: Ci9H,3F3N206 • I/2H2O 
T^M^: C52.91, H3.27, N6.50 
M^-fll: C53.19, H3.05, N6.76 

^itM48 4,8.-¥S.7. (3'.=||;¥«^igcil^aE¥^S) (262) 
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H-NMR 300MHz(DMSO) : 2.291(s,3H,8-CH3), 2.392(s,3H,4-CH3). 

4.934(s,2H,7-OCH2), 6.237(s.lH,3-H), 7.002(d,lH,6-H), 7.440(d,lH,6'-H). 

7.564(d,lH,5'-H), 7.603(d,lH,5-H), 7.816(d,lH,4'-H), 8.103(s,lH^»-H), 
10.503(s,lH,CONH) 

TU^^JJ-^T: C20H16F3NO4 

il-^'ft: C61.38, H4.12, N3.58 

m^<M.i C6I.I6, H4.03, N3.67 

*JfiM49 4,8--^S-7K3'-^S-4»-^S3^JgciS|^3E¥«.^)#a^ (264) 

;^m^4-¥S-7-^»aE¥^S-8-EPS#smiafi'&iS,#^-^tl264 
H-NNfR 300MHz(DMSO) : 2.270(s,3H,8-CH3), 2.371 (s,3H,4-CH3), 
4.931(s,2H,7-OCH2), 6.215(s,lH,3-H), 6.958(d,lH,6-H), 7.087(d,lH,6'-H), 
7.337(s.lH,2'-H), 7.546(d,lH,5'-H), 7.717(d.lH.5-H). 10.455(s,lH,CONH) 
7D^^^: C20H17NO7 
T^#{t: C62.66, H4.47, N3.65 
C62.43, H4.43, N3.88 
mmmSQ 6-(4'-Z.ft^S^J^^S)#S#(265) 

>lt6-^S#S^95mg(0.5mmol)^P£iC'H:?i|210mg(lnunol), :&50ml ¥^0?^ 
iPA83mg(0.5mol)p-^S^¥MZiBI?PlinlPll;B^m^IMIi^l04^#, 

H-NMR 300MHz(DMSO) : 1.31(t,3H, 1§ ^ -CH3),4.28(q,2H. H S -CH2). 
6.59(d,lH,3-H), 7.55(d,lH,8-H), 7.92(d,2H^'-H), 7.96(d^H^'-H), 
8.16(m^H,4,7-H), 8.34(d,lH,5-H), 10.68(s,lH,CONH) 
7G^:»-rr: C,9HisN05 • I/2H2O 
T+^^t: C65.80, H4.65, N4.04 
i'J^'fi: C66.07, H4,59. N4.06 

)I#7XW±^^Jife^^+i!]24?LM, ^;g:*3X10''^^J3&/?L. :^#^#^37°C, 
5%C02, MEMi§#a (-^10%Ji^^jfiL?*), ^B5|^Jt#SlEm^-^0.2%J|&^jflLvt6«I 
MEM. 24/hB^js, JpA'^WlOpmolA.6<J TGF-P li^^i^'tts-a-tl fill iff 

p^m^mmo mo.5moi/LHa.oHmmmmmm, m^^mm^^ ^T^i^-^mmvm 

mMmit-^^mmiOu g/wl) 26 92 73 7 2 

;{ti-7[c^fli|»±^ii)ifaJi5i6<i»ii^ijg^^(%) 70.7 95.0 15.1 67.1 27.1 

;|#Balb/c 3T3 *ffl^^?+ilj24?Lfe. j§#^#3%37iC , 5%C02, DMEM^&#S(-^ 

io%fl&4^jfiifS)o :©#2— 4^;5. ^a^BS^iasi'^Bt, ^m$^mm!^^^m'^m 

(50nunoyLHEPES4'-^WNaCl, KCl, MgS04^CaCl2) , JP A50 pmol/L ['"qTOF- 

24 



BEST AVAILABLE COPY 



tm e 



Triton X-100 m^m^, MmWiM^o (^^Mm4) 
aOug/ml) (%) (ug/ml) (lOug/ml) (%) 



1 

2 

3 

6 

7 

9 

12 

14 
21 
22 
25 
26 
27 
31 
33 
34 
37 

3 



32.2 
74.1 
11.7 
-6.0 
94.2 
11.4 
5.1 
35.9 
10.1 
37.4 
11.6 
95.4 
77.2 
29.2 
32.1 
36.4 
41.4 



(ug/ml) 



13.8 



7.8 



8.5 



42 

49 

55 

66 

67 

73 

79 

83 

87 

88 

91 

92 

93 

96 

104 

206 



4.1 

15.5 

52.3 

52.3 

16.2 

60.0 

16.2 

21.2 

91.1 

111.2 

34.7 

106.4 

29.7 

82.3 

42.8 

-0.7 



5.3 



^y^TGF-p i7X¥o m^^^^^-mm. m^soRm, ^m^^^ mmMm^. 

Benazepril (4mg/kg)Sl Losartan(lOmgAcg) mj^MmMm. (^'ifiMl49) 
7.5mg/kg. 15mg/kg^ 30m/kg H^jfpJiii, ^R-^T mMf^W 

Mjt:i4Jim^»BUN51-it^lll.2lo/o(p<o.ol), mM^9^nz6 i3%fD<oon 

TGF.pi7X¥iii*70.48%(p<0.02), ^BjSMj^ii^^ ^'^'^^^"^^^'^'^ ' 



^3- 



25 



BEST AVAILABLE COPY 



Losartan m^WUm ^W±'&/jN^^^mM&, WM^M^, (p<0.05), 
mmm^^bnmMLi^'i'mmm. (p<0.01), IJa^^l^Losartan •&^hTXd-Mm(p<0.05)o 



(mg/k Scr.(mg/dL) 



^^^(%) BUN(mg/dL) 







2.08 ±0.742 




13. 00 ±2.328 








3.06 + 0.768 


47.93 t 


29.37± 3.079* 


125.90 t 


Benazepril 


4 


3.54± 1.140 


15.36 t 


37.66 ±8.895 


12.68 t 


Losartan 


10 


2.34 ±0.268* 


23.46 * 


25.64±5.116 


28.23 i 


^ m 

149 

it ^ m 

149 


7.5 
15 


2.14±0.500* 
1.80±0.550* 


30.26 1 
41.34 1 


22.35 ± 
3.120* 

26,04+4.234 


23.89 \ 
11.33 1 


it ^ m 

149 


30 


1.89±0.184 


38.20 i 


30.54 ± 
11.697 


3.98 t 


*: P<0.05, 








men 






^m^it 



MM TGF-ei(ng/mI) 

m.m (mg/ 



All(pg/ml) 
^it^i%) 



UP(mg/day) 
^itm(%) 



•7 







20.1 ±6^2 




154.5+22.7 




18.3+2.5 








25.6 ±12.1 


27.4 t 


94.5 ±7.4 




40.7±14.2*' 


122.5 
t 

25.8 t 


Benazepri 
1 


4 


40.9 ±26.6 


59.8 t 


74.3 ±13.2* 


21.4 1 


51.1 ±23.6 


Losartan 

it ^ ^ 

149 


10 
7.5 


18.7±9.2 
20.0±6.7 


26.8 1 
21.8 i 


96.7 ±32.1 
63.9±13.2* 


2.2 t 
32.41 


32.7+10.3 
30.1 ±16.6 


19.6* 
26.0 1 


it ^ m 

149 


15 


18.6±12.2 


27.6 1 


49.9±21.3* 


47.2 \ 


30.4 ±16.2 


25.3 1 


it ^ ^ 
149 


30 


18.9±10.1 


26.1 i 


41 .0± 12.5* 


56.6 1 


34.3±12.1 


15.7 \ 



c. 12 mo^m 16 m)skmmm(scr.)s.mmn(B\M)^it 



BEST AVAILABLE COPY 



mi 



Scr.(ing/dL) 



BUN(mg/dL) 



Mm. 


— 


2.25+0.39 




21.24±3.354 




JMt xcfl /.n 




2.71x0.49 


20.7 t 


38.93 ± 
8.755* 


53.32 T 


Benazepril 


4 


2.28+0.70 


19.01 1 


39.48+7.109 


1.41 t 


Losartan 


10 


2.21 +0.48* 


22.73 \ 


37.84+5.672 


2.80 \ 


it ^ m 

149 


7.5 


2.73+0.78 


0.75 t 


39.42+4.686 


1.25 t 


it m 
149 


IS 


.2.63 ±0.38 


2.87 \ 


37.32±5.467 


4.14 i 


it m 

149 


30 


2.10+0.71* 


2S.82 \ 


36.60 ±5.422 


5.99 i 



*:P<0.05, ^mM^ffitkig!; #:P<0.05. ^Xd-ra^Bbkigi! t : ^iaKif llPs i:^ 



(mg/kg 
J 



TGF- e i(ng/ml) 



An(pg/ml) 



UP(mg/day) 







18.2±8.9 




130.0 ±37.6 




16.5 
17.3 


± 








12.8 ±7.9 




61 .7 ±24.3 




54.2 
26.1* 


± 


228.5 
t 


Benazepri 
1 


4 


12.8 ± 
14.8 


0.57 t 


47.8 ±12.0 


22.6 1 


66.3 
31.9 


± 


22.3 t 


Losartan 


10 


11.8 + 
12.6 


7.481 


38.9±17.4* 


37.2 \ 


39.3 
14.2 


± 


18.41 


i^ ^ m 

149 


7.5 


13.6±7.1 


6.28 t 


48.3 ±48.5 


21.61 


66.7 
38.8 


± 


23.1 t 


it ^ m 

149 


15 


12.3±7.7 


3.91 \ 


41.3 ±28.4 


33.0 1 


52.3 
34.4 


± 


0.06 \ 


it m 

149 


30 


11.6±6.7 


9.38 i. 


19.2±9.19* 


68.6 1 


48.2 
31.6 


± 


11.1 1 



mm. 


mm 






im 


mm 








mmm. 


10.0±17.3 


38.7±21.2 


31.5±17.3 


13.6±18.3 


1.8±3.3 


4.9±1.5 




Benazepril 
Losartan 


12.2±19.0 
54.4±29.2* 


29.6±23.9 
31.9±20.0 


28.1±18.1 
13.7±14.0 


19.6±24.4 
1.1±3.3** 


5.9±11.2 
0 


5.5±2.6 
2.8±1.0*' 




it^<^ (149) 
7.5mgAcg^ 

it^'^ 149 


28.3±20.8 
37.5±29.3* 

* 


34.2±23.0 

27.5±i6.3 


7.5±8.8* 
18.8±9.9 


17,5±30.7 

13.3±20.7 


6.7±13.4 

2.9±8.2 


4.9±3.5 
3.9±1.7* 



*:p<o.o5, ^mMmmiAi^'. #:P<o.o5. ^Mmmm\iimi t : m^mM; i : ^ 
E. mmmWi 



BEST AVAILABLE COPY 



27 



^?mg/kg^ 














15.7±19.0 


24.0±21.1 


30.0±20.8 


23.3±28.5 


8.fttl3.0 


5.7±2.9 


30mg/kg^ 
















0 


3.3±6.4 


29.0±23.4 


50.5±18.7 


17.6±14. 

1 


8.5±1.3 


Benazepril 


r\ 
U 


0 


19.1±27.1 


46.2±15.6 


34.8±29. 
9 


9.8±1.4 


Losartan 


0 


10 0±2 9 


45 7=fcl7 7 










0 


2.0±4.5 


71 3±11 5* 


26 7±7 8** 


0 


fi 7±0 9*' 


7.5mg/kg^ 
{k-^i^ 149 














0 . 


8.U14.1 


38.lJi27.4 


46.2±26.1 


9.1±12.6 


7.7±1.7 


15mg/kgM 
ife-^J^ 149 














0 


2.3±6.3 


37.1±16.0 


51.4±8.6 


13.8±20. 


8.6±L9 


30mg/kgM 










6 





*:P<0.05, -^^M^ffitb^g^ 

!il±^*^HJ. Si5|;4fc^tK149)^#3M^>Hitt^4«, l&^TBenazepril, 



^;«14Wistar;>;:il, i8(>-230g, ^J^aitjdSEfckS^ssmg/kg, '^mm^^T 

Benazepril (4mg/kg)^ Losartan(10mg/kg) rai4)?>J-fi|l5ia> St^I5 (^MM149) 
5mg/kg. lOmg/kgfll 20m/kg =>h5fllfl:ta- ^^7|^fr2^?fJ&?iS^I5, 

m, ^mn^mso mmm^^^s^Mmm-mn cbun) iiijin78.7o%(p<o.oi), mm 

(Scr.) itjjP20.73%(p<0.05), iStm^Mf^ALJ^l^ . 

mm ~~ 



mi 


(mg/k 
g) 


Scr.Cmg/'dL) 




mm 




1.45±0.44 








2.20+0.14* 


51.58 t 


Benazepril 


4 


1.92+0.29 


12.50 1 


Losartan 


10 


2.15+0.51 


2.31 i 




7.5 


1.58 ±0.49* 


28.24 1 


it-^m 149 


15 


1.61 ±0.36* 


26.50 \ 


ifc-^tf 149 


30 


1.60 ±0.14* 


27.27 1 



16.23±2.70 

27.54±3.32* 69.73 t 

20.99 ± . 

1.58* ^^'^^^ 

23.88 ±2.94 13.30 4 

23.71 ±4.17 13.92* 

20.76 ± 
1.56* 

20.77 ± 
2.04* 



24.61 1 
24.58 i 



*:P<0.05, ^mm^m)^1^i #:P<0.05, -^XtMiaffitbJgS; t: ^^JtiP; I: ^ 



BEST AVAILABLE COPY 

28 



m 



2|s:T^^tf', ^i5$;^'^#J149^E#JS^fe4fcJ^#4', i^^^Losartan, M-^Benazepril 
0^Benazepril, -^Losartan^g^o 

±ii#«iiifl7g;iog/kg6<j/>E#miiJ!)n5g, ^^m^^-B, mtam^^^tzo 
^mm.mMm^mmmmi^mA97, ta98.taioo, TAioimmomm 

5, 50, 500, 500011 g/m. S9^^El:bS^#6«J#M200gfi<j;^i,ffF 

^'Mmmw^'^o ^^it^m (149) mam^i}ns9^n^'¥rm^mT^o 



29 



BEST AVAILABLE COPY 



